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(57) Abstract 



An aminothiazole derivative represented by general formula (I), wherein R 1 , R 2 and R 3 represent each 
hydrogen, hydroxy, lower alkyl, lower alkoxy, etc.; R 4 represents hydrogen or lower alkyl; R* represents hydrogen, 
halogeno or lower alkyl; m is an integer of from 0 to 4; A represents substituted amino, substituted imino, a heterocycle! 
etc.; and B represents imino or oxygen. Because of having a potent effect of promoting the movements of the digestive 
tracts and a high safety, the compound is useful as an excellent drug for ameliorating the movements of the digestive 
tracts. b 
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R 2 R ^r^i ^^y^^~ (c ^- a ( 1 > 



ttf-tt7A*A**#iA7 Ui, ** * * T 5 y*Xtt* y L < lis? 
-«*7A*A7 $ ;7A+A7 $ ZtzR> tR«|i-»Itto 

££^L ; R 5 ^Dy>SfXlifia7A*^^t ; AliTst 

— N C 

m.mm*b-mz.ti^>T**vm co=) % i-3i©ia7;i+;ntL<i± 

*»5tS*BJ5Jt-r*o ) TiF$*i<5£, Tit 
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L ; m li 0 - 4 Oftft^ L ; g- fcB-(CH 2 ).-A#* 7 *> L < li ^ - ffift 
tsbizt^ *£*ft:*tt (i) ©M*H*£LT*JBfcTE-i*5C (I) 




R 1 s R 2 . R 3 ^ R 4 SD'R 5 «WEt^**^L, Dttt Ko* 
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JWI-Jim, s e c-7?-;^ t e r t -7*f-;l^ i/^D^;H, ^> 
f-^£> 1 -y^;U7*^;l^ 2-^f-A7'f^i N -rvo^g, tert 

>f-^S> 3-yf-;^>f-;H6, -fv^+->^* % 1 -xf-yu^f-^S, 2- 
x^;U7*^;us> l, l -^y^^7^;l/S, i, 2 -it/?*? 1, 
3-^^^7'f;H, 2, 2-^/f-^7f-/t^ 2, 3-^y^;b7>;US > 

3, 3 --yy^jiy^jum, i -yf-*- i -if^7n e;i/£ % i -x^- 

2-y^;t,7nh';US > l, l, 2-Hjy*;b7*De;m % lf 2 . 2 - h »J 

>T77h + ^S N + tert-7h + ->i, 

-rv^>f-;l,**S/£ % tert-^>fW>i, 1, 2-y/f^7n*' 

2-x^A-7*h + ^ 1, 1 -^5^7h*->£ N l, 2-i>/? 
A7h*^S x 1, + 2, 2-yy^;^h*S/», 2, 

3-^yf;L-7'F + ^ 3, 3-S?yf-;l,7*h + i/^ l->f;l/-i-xf 
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*»M^*?^T, r^ny^j t tt% 7.|g^ MflTK ***** 

^S, 2-k Fo + i/xfjH, i - t Kd*^d + 

1- hFo + -/i/^o7Df;H N 2 - t Kn*S/->? o^d f^S, 1-tK 
o + i/^f^i, 2-th'D + -/mi, + 4-bK 

2-tKn^i/-2-yf^nf;H, l-hKD + i/-2. 

2- ^^f Axf;H, l-hKn + jz-i, 2-V trfrz-f-A,^ 1-hK 
o + ->^>f-;US % 2-bKn^^>f;H, 3-kKo4 1 ^>^$ > 4 
-tF'D^-^yfiH, 5-hKo + ^>f;H, 2 - h Ko + ->- 2 - y 
^;U7>;US> 3-bKD + i/-2-^f^7'f;H > 4 - fc Ko**>- 2 - * 
?-;t,7>;i^ 2-tKn + i/-3-^;W;bS > 3-tKn**/-3-y 
i-Jly'3-Jim, 4-bKn + -/-3-yf;b^;[,^ 2-bF'n + y-4-y 

3-bKo + ->-4-yfAyf;bi, 4 - fc Kn*->- 4 - y 
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JIM. 3-tKo + ^i/?D^>f;i,$, l-hKo + ^i/;H % 2-tK 
o + i/^i/Ai, + 4-bKD*^*^i, 5 

2-hKn + i/-5->f;K>f;H, 3-fcKn**/ 
-2-y^;t^>^;t^ 3-hKD*i/-3->fMm$, 3-tKo 
*2/-4->f-^>^* % 3-tKo + -/- 5 -yf;K>f^ 4 - t 
Kn + ->- 2 -y^^>f-;b£ N 4-k Kn + 5/-3-^M>f Ai, 4 

5-t Kn + s/-2-yf-;^>f-^ 5-fc Ko + ->- 3 - y ^;t^>f-,u 

**** l-tKo^-/?DA+i/;H, + 

3-t Kn + s/i/^o^i/Ai % 4-t KD + y-/^D^WHi^iif^ 

l«©7**Ai*<i xii 2 flSg& L/ct $ y H^jgg* u '«Atfy z; 

xms;», ^^7*;$, -fv^DtTA,y$y« s ^D7Df 
*T$y*, ^7$;^ -fV7*^7;;i, sec-7H7S;|, 
t e r t -7*f-;bT J/?o7W ^>^;ur Ui, 1 -y 

tert-^>W;;i, 1, 2-i;ywDh'A7;;i, *3j-^>* 

7^yS. l-yf;K>f^7>;i, 2-^M>f;t,7Ui, 3-y 
fM>f;l7;;l, YV^i/A7;;i, 1 - xf *T > y g N 2 

-xfA7f;i7Ui, 1, l-^fW;l7UI, 1, 2-^y^;u 
m7i; ^ !• S-^^Wf^i;!, 2, 2-^y^;u7*^;uy 
ZSm, 2, 3 -iy/J-Jiy'^jir i y£ s 3, 3-^^^;i7;;l > 

1 -y^;i- 1 -xfA7o t'Jiri yg, 1 2->Wd^t 
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l. i, 2-Mjyf^Dt^7;yi, i, 2, 2-Hjyf-;!/:/ 

^o^7;;i, yf^7*f;b7;;i, lWn^7j;$, 

?>> 1 - 4 Oi«Ximtt©7A+AS*< 1 Xli 2 M& U;7;;i 

^tXliIt®7;^;^;^:x;H^ i Xti2fflfiftL*:T ;;^t*u 
Mli'7tfA7;7i, 7-Dh't-^7;;i, ^'J*7 5;i, -f77> 
JUT Um, '>?nzfB£Jl>tiJl>#-Jl,T i /<!/ U $ y -f y< 

U'J^T$7S N sec-7f^*^-^7;;S, h'/<n -t;ut ^ -> 
?D^;^^-;i7;;i, ^>f;w;^7;;i, 
A*;^:-^?;;!, 2->fW;w^f^7;;i, -fv<>H* 
;U^-;bT$y^ t e r t-^>mW-^7US, 1. 2-i>/?fr 

Dtf^xA75;i, J/?D^>n*^xA75;i, 

*Jl#-J\,T i Jg, 3-^;K>fi*^-;b7^| N ^;^y;^ 
Jltf-)IT i J 1 -x^^y^^^^+Cr.^y 2 -if-VI/^f-^* 

^t:-i7;;i, 1, l-i;/fW;^;i, / t^7;;i > 1, 2-S^ 
f-;L7*^;^;^lf-;bT ^ i, 3 - ^ $ y ^ 
2, 2-j;>WfA*A#xA7*;», 2, 3 - ^ ,f 

;ur«yS % 3, 3-^^f;^f;w;i„t:-;i/7;;i, i-yf;i/-i-x 
Tijm, l, l, 2 - h U /• ^^T'o t'JUfiJltfz-jUT i J $ % i, 2, 2- 
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VtiA7;;», T-b^;b7*^'j;t,T^y£, 7-b*-;u-r 7:7> 'J 4,7 > 7 ^ 

y 7> 'J U >J JIT ^ 7 7*f U JW<ls ') JIT i J bft 

3o K*»2-5©iS«X{i^S1*©7;i,+7Hg*<ix{i2ffljt!RL 

/:7;;Wi:$f^U^ 0 

r«*7*3*5/T****j HTIi, C, -.7*3*5/- C,-,T**A,» 

^•;7n^^yf;n, -f 72>*s/yf-*a^ sec- 

sec-7^i/xf;H, t e r t -7* h + i/xf/H, ^d7d^^x 

^>fAt*i/xfAi % ^7^>f^t+~>xf;H, 
i/xf *^ -f^+^*t+fxfArl, ■>i'.o^7f W -/xf;H, j/ 
?D^i/;i/t*i/xfA$, n*i/7*D^, ih + i/7Df;H, 7*0 
#t^DK*i, ^;7D»7nf;H, ^h+^ntfA|, ^77^ 
+ ^ DtA ^ sec-7h*S/7-DW| % tert-7F*i/7Dt;^, 
^d7d^->7d tVb^ ^>f-^**2/^o f*£ % ^7^7^**5, 
7-nhVU^ ^^At+^7Dfig s ^ 7^+^;^+i/7-ahVl,$ N 5/ 7 
o^>W+i/7Dh';H, ^7D^i/W^7Dt;H % * h*->7*f- 
xh + i/7f;H, 7°n*>^7>^^ ^7 7n^>/7>;H, 7> 
+ -77*^;US. ^;7h+->7f;H, sec-7Ft->7f;H, tert- 
7*h + i/7-f-;^ % ^^D7o^->7'f;H, '0?***i/7?A,m > << 7 
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s ec-7h + ^At:-;Mf;H, tert 

sec-7^ + 7*toxf;H, t e r t - 7* h * is* Jltf-Jl 

h*->*Ait?iA7D hVH| N s e c -7"h*i/*A#i^a t'Jim, 
tert -^h + i/^^^-^T-nbVI/S. i/?D7D^i/n^7Dt 

7> + ^*A-f-ii7f;H, ^77*h + ^*;lt:-;l7f;bi, sec _7 h 
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*W^Dk^|, **#*S/^^*3ft< 

r *^lij;-M7A + A7S;7mij tint ^;xi^ 

- C ,-,T**;t,y $ 7 - C ,-,T***aa<*tf £;ft N «itfy 5^y 

^;lTi;xf;n % ^W;;7nh';n, yfA7«;^i, 
xf;b7U^;H, xf^7;;xf;H, x*;uy ^ n X f 

*75;7U^ 7 D fA7;;mi, ^770^7;;^;^ 
^V^DfA7;;x^S % -f77n^7;;7D^i % -fV^o^y 

^'^m ;;xm s e c-y>;i,y ^ / yfAl, 
6ec-7H7$;xfAi, tert-7^7;;^;^ tert- 
7fA7S;xf^ ^^7;;yH|, ^f*75;xHi, 5; 

^*7j;7owi, y^f-ATsy^^at, yif*7 5;>m, 

i?xf^7;;xf;n, ^xW;;7Df;H, ^D^7;^H 
^TnbVt y > ;xf;H, S?7dW7;;7d^|, ^y 7D h^ 
7 ' ; ^^ ^77Db7;MfAj, ^V7Df^7;;7Df 

^ ^7f^7;;xf;n, s>7>*T$y-y>;t,« s ^v7f*7?; 

^77fA7i;7'f;H, ynxmuyfjH, 
xf^7;;7'f;H, yWD^7;;^;n, /f;^Dh^7;y 

yfyi-7nt'A7;;7DtVH, ^Wo^7;;7^i, 
/fH77Df;i-7;;yf^ ^H77DeA7;;xHS, y f 
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H';^d^7;^d^S, yfHV7Dfi7;y7'f;H, x^* 

^A7 5;if^ /H7^7;;7Df;H, \j 7 

**** rne^msyif^ 7*0^*75;^^ 7 

oW7f^7;;7f;H, -fV7*otf^7S;^*i, -f77Df 

yf;^7D7-Df^7;;^;H, yf;^7n7otVb7;;x 
yW7D7D^7U7De;H N yf^7o7Dh'H;; 
y>;l/g % x^i/^D7na7;;yf^ xf;^7D7 , Dh'i7;; 

Xf; ^ Xf;ti/; D 7*DW7;^D^S, Xf ;[,•/; d7d h>7 ; 

^7o7Dt^7nf;b7;;^;H, ^070^7*0^ 
n;x ^ •>?D7obVl7Dh*;b7;;7Df;H, ^D^Dt'^ 

d v 7d f;UT ^ y if-^Jt, y^D^DhVK 770 tT^T ;;7of 
^7d7d £ju yfnvjir i ; ^D^Dt'^W;' 
^7o7DWf;b7;;xf;H, d7o fAy^^y $ 

U-fuUA,^ •77o^f;^H7^7H|, ^n^^/Lxf^ 
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otr**, ^D/^fHy/Dt'^umi, ft worn,?* a, 

^D^7*;^**, ^n^^Dh^7;;if^ S/*n^* 

^7oh , ;i,7;;i > 7-Dt^7;;7-^7j;l, ^;yol:^7;;yf 
»7ZJ*, ^^Dh^7;;xm;y|, f;7DW7;;7nfA 

7W;yx^7UI, -f';rfA7S;yf*7;;», >fy 7 >^7 
;;if;i/7;;|, t e r t -ff-jir ij J ?JIT i J tert-rf 
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9^ jit i y y ^;t,y = y m, yx**T I y xf jit I J V^j^t i 
;l7 ^^ ^'^7$yx^,t,y * yg^ W^7^7'f;i,7;yi, 

^^77>;PT^yyf-;UT^S N ^ 7^7 ; y 7'f ^7; y i, y Jf- 

WA7;yy W ;yi, /TjijlTjit i;?'?jiT i yg % y^y 
n t';l/T S y Jf-JIT ; yS, ^l^o bVbr ^ y x^y ~ y ^ 
ntvi^y^otvi^y^ >WDt^7;ym 7 ;yS, 
^VT-nbVUT^ y yf^ui, ^HVT-Dt'^iyxW;;!, 
y yy-o tVUT ~ y y n f;uy $ y g H y *,|^ 7 ^ D t ^ T ~ y 
T^y^ x5^ 7 :/ne^T$y:/nbVb7 = y^ xwy7"D^7 

WT-f^jyi, x^l^ob^T-y ^W;y|, xf^nt'AT 
^if^7;yi, lf^Df^7;y7Dh^7;yi, Xf-^obVl, 

7i;7'fi7;;i, yf^7f^7;yyf;i,7;yi > t =?- ji? T jit i 

y+jiTum. 2-3-jiy+jiTi j /i-jiTum, xf^7;;if 

*7$y*. xWf^ 7 ;;7D^7;yi, xf^^iy^f A 
T^yg, T-DhW^^y^^^yi, T-nhW^^xf^. 

^obVL^^UT-Dh^-yl, T'nbVl.yf-^Ti ;7f 
^ 7 ^ £ > -Tvro^mWyfAT; yl, YV7*DtW^7 
;;xf;l,7;;|, >fy7'Dt';l,7>;b7;y7'DtV|,7;yi, ^;7 D f 

^f^7;y7f;iT;yi, ^^7-Df;i7;yyW;yi s ^ 

? n 7°n b'^T ~ y x^^T ;yl, -7i/ ^ n7°o b';bT > J ?u t'JlT i J £ % 
9 uzfti tVL T I y yf-Jl/T i y £ s y ^ ? o t-o bVUT $ y yf-jby 
^^^^Wjyx^T;;!, y^Ai/^OT-DbVUT 

^ y 7-d bVuy jyi s yf^^D7o bVby ~ y 7* jit I y g N xf^.y 
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t'Jlfn t'JlT i J 3.? jit g£ N *, p u y u ^ )l - tu ^ y % J ^ ^ y 

t'JlTijm, ^o^fW;l7;;7'^7;;i, 

-C>**X*A, T 5 y 7**T $ y g N ^u^>f;^ D f*T 5 y > f-JiT 
*T S y 7-d hVUT $ y gg, ^ o^fH 77-D t'JlT i J / T JlT I J ^ 

^^D^>fA^fA7 * y yf-;uy i/9u<y*A,-f*j\, T i ;xf 

* 75;Jt ^n^>WW;;7nh';l7;;i, ^D^>f0 

f*75;rt*7;;i, .^DMi/;M^7;;>^7Ui, 7? 

D^i/;MW;;i^ 7 ;;S, ^D^WMfi7';;7nW 
T^yS, ^D^^ M ^7;;m7;;i, ^D^J/AxfA 

75;yf^7«;i, ^?D^^ x ^7i;x Wui% i/?o^ 

*2/*x**y 5 y y D t ^y 5 y fc % ^d^->; W7 5 y :/**T 5 
J*. ^o^^7DfA7;;yW;;|, ^D^i/^nh^ 

UlfA7 ' ^ ^DMi/MV7D^7; ;7otA7i y5 
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9 n<\*i,M 'JZTa if jut i J 7J-JIT I J J/?D^i/^fA, 7 5 j 
/?JIT S/* n^+S/^f-^T j j ^ )lT * , m j ^fa^iyjl 

y'^Jl-Ti J ?u t'JlT i J ^^^-/^f;^;;^;^; 

2-7i^D^i, 3-7x^7*0^ i-^i-i_ 7l 
-* Jf *^ l-x^-2-7x-Axf;H, l-7*iWAl 2 
-7*-WA$, 3-7x^7*f;H, 4-7x_^7*f;H x 1 

-^ D ^ l-^^-3-7x^7Df;H, 2-yf;b-i-7x 
-JlT-vt'Jim. 2-^^-2-7x^7 , Df;H, 2->f;l-3-7x 
- ; ^ Dt '^ !• l-^^^-2-7x-;^f;Hi W ^ §o 

/f-jn-xm, z-TJi,?-*^ 7*Dt , ^fti > 'fv^ewi, ^?o:/ 

TJlT*m, 2-yf;l7'f^fti, ^VOf^ftl, tert-^f 
Af*^ 1, *t^>m«, i-xfA 

2-/1-)\,^yi-jiT*m, 8-yfM>fAfti, -fW*5/* 
1 -if ti, 2-xf;b7-f;bftI, 1, i-^^, u 

^f-^f-**, 1, 2-yywfA.m, 1, s-is/TJi7~?jiT*m^ 

2, 2-i>yfA7*f;t.ftS, 2, 3-^^f-;U7*f Jl?*m, 3, 3-2>/. 
f- ^7'f-;l/f 1 - ,|,_ 1 -if;^ D tVbf-^-^ 1 -xf;L-2- 

^AT-afAfti, 1,1, 2-h'J^f^nhWl, 1, 2, 2- < 
MJyfA-7-ofAfti, i/?D^^fti*^|^n«, CCD-?*, 
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t^'/'J^/H, W/'j^i^, ^T7"'J^-;H, -fv 

***** 'J y S^om^H^ * i xii 2 flKCJWM(?X(iitM?& o 

h')Y>/*)j\,& f^7'J;H, fy/'j/H, -f y 

t kd t- >j 2>/u**©**ht?£ i - 4 aRofft^ac^ xiiajMR^* o xit 1 
siw-r s 5 - 6 *mo*&m<Dttm*;mti<#* u> 0 

^7;;li^lt'btl§„ 

*3g9lffc£ftl (I) (Ifc^T, R 1 N R 2 SO'R 3 (i N fC^liW 
*=J*i/«, -hDlXI^;K^7;yif$»t), Rt)®2«#**ISl^ t 

^ny>E?> -ho£ % 7Ui, ^ 7 L ( l^-ffii7;^;LT ; 

fel<l^-ffl7^;b7;;7-W7; ./ *fr fcStftl* &©T* 

T(i, ^©^M^M^StW? £ L < , bf'n 'J >J-)im, J I V 
-JIM, t'y'/V f^>;^-;i,^ tX 7 ^;H, -f V***'/'J 
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*tM/'J y-;H6^*<^ji»i U\> 

£/c> -tt£ (I) Cfc^TR" , R 2 MR 3 £\ t©mi«7^ 

^ny>K^ -hoS, 7;;i, L < - \&Wl7 )l*r fry I J 

R 4 #**Si^X(ift«7;l,*;l,26T&9 ;R 5 3&<7k*®-?, /Nay>^|j 
filR7***«T*0 ; A^-N(R 6 )R 7 (R 6 StfR 7 liWCtWl;) T* 9 ; B 
#«T****a<mfcUTlvcfcJ:lrW j;Jt*5 : m*<2~4 ©»T*S 

-tfstci) (cfc^TR 1 „ R 2 SO'R 3 1 ffl*<iS 

t Kd + ->*. ttaT*3*->£Xtt'Noy>jR^T*0 ; R< SD'R 5 
m*T*h*) ; BW7;^WiiLT^Tt> J: t W ;m^2 
-4©»T&9 ; A#-N(R 6 )R 7 (R« &tfR 7 ttWEtWU) T*-5fk*tt*<fl$ 

(i) &cfttfb«tto»jt4*n# (i) tt«flgcae-,T*^©* 
ffitim 0>i^i*ffi»is, ms^ >)>mm, *ft**»fi, 3* ft 
3^®^ v.u>r>ni6, 77Ats, nm&s >j t^ymm, m 
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/R 8 ^R8 

(I) &CFKfl:6&0&&*m# (I) li N *cDg*#te^£© 




(I) 



***U R' s R ! > R 3 , R\ R 5 , A, B. D, m(iffiE£ft£«&3F 

r. ) 
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IiA 1 

l, 2-y?nDini0A D y>^ x-x;k rh5 t Ko 

fc*>\ f7 7-Wft (I) (I) ©R 1 % R 2 % R 3 © 

^m^*<T$ySXttfiftT^*^ll!ftT5yKT**»^(lli % (H) 

*/c Try-jimmft cm xi**^^^ en ©r 1 , r 2 „ r 3 © 
i^rn^t Kn + i/sr*«»^tc(i % its® cm) cfc^tt Ko+i/s* 

$6(1, f7 7-«ft (I) X(±*|g^Yk^«B (I) ©R 1 R 2 n R 3 - 
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^ l:|f - fT's-Jwmit (i) xis^hh^^, en OR - s R 2 ^ 

R 3 ©l^^NDf^ tKD^ $> -hnms^cit T5 
IIA2 

ISAlTfr&ftfcf-T:/-**** (I) (V) ££JE£tf*C<!: 

Kit). *^MKICI;T$6(ZN-Mfiit:*|f^ctcj:0, *Mft;*tt 
(I) fifctt, I1A1 fclWKLTfffcti*, 

*©**Hft** (I) i:^<:tm5o N-WfcfiitfcLTtt, *;tji 

*©EfcttR»flc*H^*filk 7*+*^5-f Ktfli^fiis, ttfeT* 3 * 
S/*, fit7A+*fti, ®8l7^+^^7H^<(ii8l7;^;^ 

ttBLfc**c:tt, yfA75>»o«i:j;j, 7 ^ H j Ki*7;;«cs 
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(I) 



7Ft"o ) 

HB 1 

fcfctt (VI) (IV) tft^ft ( V ) *fiK***zt(iJ:0«ar« 
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IiB 2 

XgB lT#£ftfcfl:#tt (VI) (I) -irKJ^fg 

9!fl:£& (I) SCtl*. IiA 1 i:I^#lcLTlT9o 

ft*>\ *%*JMt&%d (i) ©r 1 N r 2 N r 3 o^-rti^7i;sxi4fia 

S/c, ?TV-A,mm# (I) X«*»9!ft^« (I) OR 1 , R 2 N R 3 © 
^TZitis® (HO ££ffi-£U\ Tfrz3*i/mtttzit4to (ID £<£ffliT£ 

?T>/-jimnut (i) x<**fgBJffc£t&) (I) OR 1 N R 2 N R 3 
±l£T1#btl/cR' s R 2 x R 3 Ol^ft^tKD*j/iT*«*38^tt 

f7 7-Aiift (I) Xtt*mW<t&® (I) ©R 1 , R 2 N 

r 3 ©^-rn^^ny>^ tKD+-/i, -hoin«#*i:ii, y $ 
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^i^-s fliji, Hirers, little, ^^tt^it^, 1 wwmmmm 

*«P»4fflftfiKtti:-r*zt3&<r*-5o £Pft4fflffllStti:LTJ;U fcgHjjft 
(I) £«MifcgSlmfflM;U*AtS, v>- 7 K h«**o3£/7*>7> % ^ 
B B H ir;bD-*§p0|«3ij> t*D-XB|{^ 77t'7iA, -tf7^>»©«* 

®5-M®iz£t)mKZA\ mn. mn^om^izao. 1-200 omg/a. 

$? £ L< li 1 ~3 0 Omg/BO^^fflT- 1 B 1 — 3 HJK^tf Ti£4f &o 

tttt-r? c«9-i okg) ®wmrwimuRv-t--mmiZ7*-zy=7>z 

Xa — (F-121S: X*-/x-f ettKCifU; CItoh Z. et 

aL.Am. J. Dig. Dis. 22. 117-124. 1977) 0 gf? (30g/kg. Gaines meal ; 

Xfa-t-^b!#bn^iff^ii|s (RTH200; B$ffl) U U n - 
A (DSSFFT. V. 21 ; H*5fe*«) C«kO»^U »«ft**tHL*:. ttft* 
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x 1 0 0 
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®5-m 




mmm 3 on&to 
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mmm 6 ®<t%fy 
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284 ^ 


mmm 9 mt^m 
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316 7 
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254 fl 




1 


sin 7 


flJIftl 12© 


0 s 




✓ >» « LU IS J A 1 | U f f l>y 
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ooo. u 


HMMl8©ft£®) 


5 


299. 0 




5 


420.9 


il«J2i©{(;<£$i 




157.1 


H»J38©rt:-&#) 




213.3 


5l»jii5©ft:^ 




342.9 


H;660!lli7<z>{fc£& 




437.4 


H«J156©<t:£$i 




257.0 






265.7 



4-5i§#© i cR^t7*£m3irc£:LTffiwc 0 summits®* 5 

77f73'^i:iSL/;i, ^n^n 5 0 0mg/kg£Mqf£4LTliI 
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1 

2- [N- (3, h*i/^>-/-r^) T*y] - 4- (ih^*^ 

tf^U) - i , 3 _^ T ./_^ 

1 0 OafKSjSU 3, 4-^n + ^>7V;^nij K2 4. 8 g N 
F'Jif^7;>25. 3gM4-^y^7;;f»J^>0. 15g*jD;U 
2Bfr B 1il^L/Co SB?ift*tt»a N *ffc^l/:/£*ES*U Mac* 
1 0 0 0 ra^/^H B B^iil2Lx^y-^T^ H B B LT, 
3 0.3 g£#/c 0 IK^7 3% 0 

'H-NMRCCDCi 3 ) 5 : 1. 39(3H. t). 3.95(3H,s). 3.97(3H.s). 4. 39C2H. q). 
6.95(lH.d). 7. 46—7.51C2H. m), 7. 88C1H. s). 9.91(lH.brs) 
#%#J2 

2- [N- (2, 4, 5-h'^h*W/-fA)7;;] - 4- (xh + 
•>*;U^^) - 1, 3 -^ T ./_ ;l/ 

3, 4-;n + ^>'/^^ D -JK©ftt)!)i:2 1 4, 
IR(KBr)cra-' : 3299, 3127. 1728, 1665 

'H-NMIKCDCi 3)6 : 1. 42C3H. t), 3.92(3H.s), 3.97(3H.s). 4.09(3H.s), 
4.43(2H.q). 6.58(lH,s). 7.77(lH.s). 7.85(lH.s). 11. 13(1H. brs) 

2- [N- (2, 4, 5-h'Jn + ^>7-f^) 7U] - 4- (hKo 

- 1 , 3-f-yy*-;u 
#%#J2Tl#/c2 - [N- (2, 4. 5-h'jn + y^>7^^) 7;y] 
-4- (xh + ^At:-A) - 1, 3 -^ 7 «/_;n 5g£y^y-,n 0 0 

^nsffiu 7K^fk^-h-j^A8. 1 9g£7j<i 0 omSizmmttzymm^m^, 
&®b. 2 g&mzo urns e% 0 

MS(FAB,m/z) : 399(MH + ) 
IR(KBr)cn)" 1 : 1719. 1655 
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'H-NMR(DMS0-d 6 )<5 :3.78(3H.s). 3.92(3H,s). 4.03(3H.s). 6.85(lH.s). 
7.43(lH.s). 8.00(lH.s). 9. OOOH. brs), 11. 52C1H. brs) 1 

2- [N-y^/U-N- (3, 4-^n*M>yV;0 Tlj] -4- 
(x Y^risti - i , 3-f- 77 *_ ;l/ 

2 -T ~ y - 4 -xh + ^M;-; h J , 3-f77-;KDft^!)(:2 - 
(N-/?JlTi;) - 4- (xh+i/H^) -i, 3-f77-;^ 

MSCEI.ni/z) : 350 (M + ) 
[R(KBr)cnf 1 : 1719, 1655 

'H-NMR(DMS0-d s )<5 : 1. 41C3H. 0. 3.80(3H.s). 3.92(3H,s). 3.95(3H.s). 
4.41(2H.q). 6.93~6.96(lH.m). 7. 15—7. 21(2H, m). 7.90(lH.s) 
##0»J 5 

2- (N-^JlTiJ) - 4- [ (2-^^7Wx^) T*y*,U 

2- (N-^W;;) - 4- (xh*^,|^-,tO -1, 3-f 77 - 

6*IM#Lfc 0 S^V7Dh';i,7;^-^(:a^ «fffiLfcM« 
KLT«Cfl:^tti. 6 8 g^f#/-c 0 JK^5 1 . 5% 
MS(EI.m/z) : 228(M + ) 

IR(KBr)cm _I : 3395, 3198. 3104. 2824. 1657 

'H-NMRCCDCi 3 ) 6 : 2. 27(6H, s), 2.50(2H.t). 2.97(3H.d), 3.49(2H.m). 
5. 370H.br), 7.30(lH.s). 7. 46(1H. br) 
#%#J6 

2- [N- (4, 5-^y F + y-2-tKo + M>7V^) 7*y] -4 
- (x^y*;l^A.) _ j , 3 _ ^ T 7 -_ A . . 

##«2?**:2- [N- (2. 4, 5-h>J>h*W/-f A )7j;] 
-4-(i^i/WiA)-i, 3-f-y/-;n 8 . 2gi:lieijy> 
17. 5g, f-;^>3. 9 3 gSD'N, N-WA*AA7SKl5 0rf« 
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$7 0% o 
MS(EI.m/z) : 413(M + ) 
[R(KBr)cnf 1 : 3135, 1715. 1709. 1644 

'H-NMR(DMSO-de) 5 : 1.3K3H, t). 1.91(3H.s), 3.78(3H.s), 3.83(3H.s). 
4.30(2H.q). 6.6K1H.S). 7.64(lH.s), 8.11(lH.s), 11. 5(1H. brs). 
12.40H. brs) 

nmm 1 

2- [N-S?Jl-N- (3, 4--^l> + ^>'/^l) Tin - 4- 

#^0>J 4 T1#/c 2 - [N-^^^-N- (3. 4 -SM h*^>W^) T 
$y] -4- (ih + -/*;bt;^) - 1, 3-^T7*-;b8. 4 1 g fcN, N 
-iS/^JlJLtlsyVTi >CD&&®}$:1 0 0°CT'4B#ra^L/c o 

TfllSU ^Efk^t)©7'J-<-^7. 8g£f#/c 0 l#btl/:M^U^ 

li(S(EI.m/z) : 392(M + ) 
IR(KBr)cnf ' : 3380. 1649 

'H-NMR(DMS0-d s )<5 : 2. 84(6H, s). 3. 21-3. 35(2H, m). 3. 60-3. 66C2H, m). 
3.70(3H.s). 3.82(8H.s). 3.84(3H.s). 6.01(2H.s). 7.09(lH.d). 
7.25-7.28(2H.m). 7.93(lH.s). 8.56(lH.t). 8. 60-10. 00OH, br). 
13. 00-14. 00C1H, br) 
(SitSB) 

5 T?#/c 2 - (N - yj-JlT i 7) - 4 - [ (2-^yf^ 7 Jy xf 
^) 7;;*;^;b] -i, 3 _^ T7 -_;n 6 8 g <b 3 , 4 - h * i/ 
7i-;lffif80p-- hD7xc;H7f^2. 2 3 g £ l 4 0 °CT 6 I$I8| 
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mWLtzo KB** Jan** Ate** U EM**, 

2- [N- (3, 4-i>y h + J/*>-/-r*) 7« ;] _ 4 _ [ (2 - T *, 

##«lTI»fc2- [N- (3. 4--^F + ^>7VA) 7U] - 4- 
+ 8-f7'/-*8gixf|,>j;7$>M, 3 

5 o mi&Btm Ltz&ik&mjkTz ztiz^om^t^moy 

MSCFAB.m/z) : 351 (MH + ) 

IRCKBr )cm -1 : 3400, 3381. 1653. 1650 

'H-NMRCDMSO-ds) 6 : 2. 99 (2H, m). 3. 56C2H. m). 3.86(3H.s). 3.87(3H.s). 
7.11(lH.d). 7.73-7.80C2H.m), 8. 14C8H.br). 8.23C1H.O. 12.680H.br). 
13. 00-14. OO(lH.br) 

i - 5 ti# t>titz<t£®zm±mm u mm&i im 2 ossc** l 

mmm s 

2- [N- (3, A-i?t h*j/^>-/-f*) T~ y] - 4 - [(2-^ f 
*7UiH)7;;Wa] - J, 8-f7'/-A.7W.>|4 
MSCFAB. m/z) : 379(MH + ) 
IRCKBr) cm" 1 : 3359. 1650. 1551 

'H-NMR(DMSO-ds) 6 : 2. 83C6H, s). 3.24C2H.O. 3.64C2H.q). 3.86C3H.s). 
3.87C3H.S). 6.03C2H.S). 7.12ClH.d). 7. 71-7. 80C2H. n>); 7. 88C1H. s). 
8. 20C1H. brs). 12. 58C3H. brs) 

nmm a 

2- [N- (3. 4-5» b*isKyy'j;i) T$y]-4-[[2-<l- 
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MS(EI,m/z) : 401 (M + ) 
IR(KBr)cnf 1 : 3142, 1676, 1578 

, H-NMR(DMS0-d$) <5 : 3. 73-3. 86(8H. m). 4. 39-4. 42(2H, m). 7.11(lH,d). 
7.66-8.28(6H.m). 9. 20-9. 21(1 H. m), 12.640H.br). 14.770H.br). 
13. 00-14. 00OH.br) 

nmrns 

2- [N- (3. 4-5>y h^-Xyy'JJl) Tin - A- [ (2-S>x? 

MS(FAB.m/z) : 407(MH + ) 

IR(KBr)cnf 1 ': 3390, 3246, 1684. 1659 

! H-NMR(DMS0-ds)<5 : 1.25(6H.t). 3. 13-3. 25(6H. ■). 3. 65-3. 72(2H. ■), 
3.87(6H.s), 7.120H,d). 7. 73-7. 80(2H. m). 7.96(lH,s). 8.40OH.O. 
10.57OH.br). 12.67(lH,br) 

mmm 6 

2- CN- (3, 4-^n + ^>7^;i,) T~ y] - 4- [ (2-S>-fy 
^D^7;;xfA) T^**^^] -1, 3-f7'/-i.7K>S 

MS(EI.m/z) : 434(M + ) 
IR(KBr)cm"' : 3403. 1671, 1651 

'H-NMR(DMS0-d 6 )<5 : 1.30(12H.d). 3. 10-3. 78(6H. m). 3.86(6H.s), 
6.05(2H.s), 7.120H.d). 7. 70-7. 89(3H. m). 8. 30-8. 70(3H. br). 
12. 540H.S) 

mmm 7 

2- [N- (3. 4-S>* h*is<yV4JU) Tin - 4- [N-***- 
N- (2-^m-;xfA) 7;;*^zA] -l, 3 -f7-/-;l,. 

77;i/||Jg 
MS(FAB.m/z) : 393(MH + ) 
IR(KBr)cm-' : 3453. 1617. 1516, 1269 
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'H-NMRCDMSO-ds) 6 : 2. 40(6H. br). 2.81(2H.m). 3.06(3H.m). 
3.68(2H.brs). 3. 85C3H. s). 3.86(3H,s). 6.59(2H.s), 7.l'l(lH.d). 
7.590H.d). 7.77(2H,ra) 

mmm 8 

2- CN- (2, A -'J/ h*->"OyV;l/) 7;7] -4- 

MS(EI,m/z) : 377(M + ) 
IR(KBr)cnf ' : 3335, 1709. 1653 

'H-NMRCDMSO-ds) <5 : 2. 59(2H, t). 2. 84C6H. s). 3. 61C2H. q). 3. 89(3H. s). 
4.04(3H.s), 6.02(2H.s). 6. 73-6. 80(2H. m). 7. 87-7. 96C2H. in), 
8.470H.O. 8. 60-10. 00ClH.br). 11.23(lH.s). 13.00-14.00OH.br) 
H»J9 

2- [N- (2, 4, 5-h'Jn + ^>^;b)7;;]-4-[(2- 

MS(EI.m/z) : 407(M + ) 
IR(KBr)cm~ 1 : 3322, 1657. 1611 

'H-NMR(DMS0-ds)5 :2.83(6H.s). 8.25C2H.O. 3.60(2H.t). 3.78(3H.s). 
3.93C3H.S). 4.07(3H.s). 6.02(2H.s). 6.89(lH.s). 7. 51 OH. s). 
7.890H.S). 8.520H,t). 8. 60-10. 00(1H. br). 11.250H.s). 
13.00 ~14.00OH.br) 
^«£0U 0 

2- [N- (2, 4, 5 — h U > hlr 'X > W Ji/) 7;;] - 4 - [ (2- 
^Xfi^Ulfi) 7;7*;^] - 1, 3-f77-i-7H>| 

MS(FAB.tn/z> : 437(MH + ) 

IR(KBr)cm- : : 3380. 3331, 1664. 1610 

'H-NMR(DMS0-de)<5 : 1.21C6H. t). 3. 16-3. 26(6H.m), 3. 57-3. 64(2H, m). 
3.93(3H.s\ 4.07(3H.s). 4.20(3H.s), 6.01(2H.s). 6.890H.S). 
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7.510H.S). 7.890H.S). 8. 51(lH.br). 11.240H. br). 
13. 00-14. OO(lH.br) 

mmm\ 1 

2 - [N- (2, 4, 5 - h 'J / h + i/^>W;U) 7; / ] - 4 - [ (2- 
^-T7 7ntVb7;;i^) T$y* - i, 3 - f-T •/-;!, . v U 

■r >»£ 

MSCBI.b/2) : 464(M + ) 

lR(KBr)cnf 1 : 3320. 1660. 1609 

'H-NMR(DMSO-d 6 ) 6 : 1. 29(12H, d), 3. 18-3. 77(6H. m). 3.79(3H.s). 
3.93(3H.s). 4.07(3H.s). 6.02(2H.s). 6.89(lH.s). 7.51(lH.s). 
7.89(lH.s). 8.50-8.55(2H.br). 13. 00-14. 00C1H. br) 

umm 1 2 

2- [N- (2, 4, 5 - h >J /. h*is^yVJ)l) TZJl - 4- [N-/- 
5^U-N- (2-^^7^nh^7;;x^) T$y^;^^;u] -1,3- 
f77-A • 7H>8^ 

MS(EI,m/z) : 478 (M + ) 
IRCKBrknr 1 : 3333. 1657. 1620 

'H-NMR(DMS0-d 6 )5 : 1. 15-1. 43(12H. br). 3. 05-3. 78(12H. in). 3.92(3H.s). 
4.04(3H.s). 6.03(2H.s). 6.87(lH.s). 7.46(lH.br). 7.70(lH.s). 
8.30-8.90(lH,br). 11. 30-11. 450H, m). 13. 00-14. 00C1H. br) 
fUfiffll 3 

2- [N- (2, 4, 5-h'jn + y^>7VA) 7;7] -4 - [ [2- 
(N-^T V^n f;b-N-y^;t/T ^ y) x**] y $ y -1,3 
-f77-;b 

MS (FAB. m/z) : 437(MH + ) 
IR(KBr)cm" 1 : 3220. 2965. 1657 

'H-NMRCCDCf 3 ) <5 :1.05(6H.d). 2.27(3H.s). 2.62(2H.t). 2.90(lH.m). 
3.49(2H.dd). 3.93(3H.s). 3.99(3H.s). 4.11(3H.s). 6.59(lH.s). 
7. 64C1H. brs). 7.74(lH.s). 7. 78C1H. s). 11.05(lH.s) 
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mmmi 4 

2- [N- (2, 4, 5 — b ') J h y '/-f )i) 7 ; y ] - 4 - [ [ 2 — 

(N-^v^d tVi,-N-i^;UT$ y) xf-;H T^y*;^-^.^] -1,3 

MS(EI.m/z) : 451 (MH*) 

IRCKBOcnf 1 : 3350, 2970. 1655. 1609 

'H-NMRCDMSO-ds) 5 : 1.27C9H, m), 3.16(4H.m). 3. 64(3H. brs). 3.78(3H.s). 
3.93(3H.s). 4.08(3H.s). 6.89(lH.s). 7.51(lH.s). 7.90(lH.s). 
8.69(lH.t). 10.lKlH.brs). 11.31(lH.s) 

mmmi 5 

2- CN- (2. 4, 5-h'jyh*i/^>'/-fA) 7*;] - 4- [ [2- 
CN- [2 - (3, 4-^/- h + i/7x^) xf-A/] -N- S^JIT i J] x 
f^]7U*to] -1, 3-^T*/-;U 
MS(FAB.m/z) : 559(MH + ) 
IR(neat)cm-' : 3300. 3250. 1655 

'H-NMR(CDCi,)(5 :2.38(3H.s). 2. 66-2. 75(4H. m). 3. 53-3. 56(2H. m). 
3.76-3.86(2H,ni). 3.80(3H.s). 3.85(3H.s). 3.91(3H.s). 3.97(3H.s). 
4.04(3H.s). 6.56UH.S). 6. 75-6. 82(3H. m). 7.52(lH.br), 
7. 74-7. 75 (2H.ro), 11. 04C1H. br) 

mmmi 6 

2- [N- (2, 4. 5-h'jn + ^>7V;b) 7;;] - 4- [[2- 
CN- (2-h KD + i/xf^) -N-^yyahVbT^ y] x^;b] y $ y ft 
;t,^x^] - 1, 3-f7V'-A 
MSCFAB. ra/z) : 467(MH + ) 
I R (neat) cm" 1 : 3322. 1655 

] H-NMR(CDCi,)<5 : 1.05(6H.d), 2.64(2H.t). 2.30(lH.br), 2.70(2H.t). 
3. 02C1H. quint). 3.47(2H.q). 3.61(2H.t). 3.92(3H.s). 3. 99(3H. s). 
4. 14(3H.s), 6.580H.S). 7. 71 (lH.br). 7.74(lH.s). 7.77(lH.s), 
11. 20C1H. brs) 
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mmm 1 1 

2- [N- (2, 4, 5 - M * h*S/'<>:/-f A) TiJj -4 - [ [ 2 - 

MS (FAB, m/z) : 249(MH + ) 
IR(KBr)cnf 1 : 3312. 1732, 1662 

] H-NMR(CDCi 3 )o :2.35(2H.quint). 3.42(2H.t). 3. 76-3. 81 (2H. ■). 
3.92(3H.s). 3.99(3H.s), 4.03(3H.s). 4. 18C2H. t). 6.58(lH.s), 
7.770H.S). 7.87(lH,s), 11.12(lH.s) 
^6#J 1 8 

2-CN-C2. 4, 5-hUy h*5/*C> T $y] -4- [ [2- 

MS(FAB,m/z) : 423(MH + ) 

IR(KBr)cra _I : 3220, 2959, 1659, 1608 

'H-NMRCCDCi 3 )6* : 1. 09 (6H, d). 2.86(3H.m), 3. 54(2H. dd). 3. 93C3H. s). 
3.99(3H.s). 4.1SC3H.S). 6.59(lH.s), 7.55(lH.t). 7.76(lH.s), 
7.78(lH.s). ll.00OH.brs) 
^t&Ml 9 

2 - [N- (2, 4, 5-F'J>h + W/^ A ) 7;7] - 4 - [ [ 2 - 
[N- (ih + i/^H'-^fA) -NHV^DtA] 7;;xf;H y~ 

MS (FAB, m/z) : 496(MH + ) 
IR(neat)cm'' : 3346. 1743, 1655 

'H-NMR(CDCi 3 )o : 1.06(6H.d), 1.26C3H. 0. 2.79(2H.t). 
3. 06C1H. quint). 3.33(2H.s). 3.48(2H.q). 3.93(3H.s), 3.99(3H,s). 
4.12C3H.S). 4.23(2H.q). 6.59(lH.s). 7.75(lH,s). 7.79(lH,s), 
7. 89-7. 91 OH, m). ll.lOOH.s) 

umm 2 0 

2- [N- (2, 4, 5-h'jn + ->A:>yV;l) 7;y] - 4- [ [ 2 - 
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* y #;t,#-;i/| - i , 3 -fyy-A 
MS(FAB,m/z) : 467(MH + ) 
IR(neat)cm- J : 3307, 1655 

'H-NMR(DMS0-d 6 )5 : 1.00(6H.d). 2.88(2H.t), 3. 130H. quint). 
3.15(2H.s). 3. 48-3.52C2H.nl). 3.78(3H.s). 3.92(3H,s). 4.05(3H.s). 
6.87C1H.S). 7.480H.S). 7.88(lH,s). 8. 53-8. 56(1H, m), 
8.73-8.76(lH,n)), 12.23(lH.br) 

mmm2 1 

2 - [N- (3, 4-i?n + ^>-/^i) T ~ 7] - 4- [ (3-^yf- 

MS(FAB,m/z) : 393(MH + ) 
IR(KBr)cn)" 1 : 3389. 1659 

'H-NMR(DMS0-d 6 )<5 : 1.74(2H.q), 2.33(6H.s). 3.17(2H.s). 3.32(2H.q). 
3.85C3H.S). 3.87(3H.s), 6.51(lH.s). 7.11(lH.d). 7.77(2H.m), 
7.97C1H. t) 

mmm 2 2 

2- [N- (3. 4-^n + ^>7VA) 7;;] -4 - [2- ( 1 - f 

##0JlTl#/^2- [N- (3. 4-^ h*^>l/^) T$y] -4- 
(x h*'>ti)l#-Jl>) - 1 , 3-f77-iH0. 0gt2- (l-tX7-J 
-^) X^7;>1 5. 4g®I^Ml 0 0'Ct2i|f H TOL/; o StD^^ 

H B H £vW;/g£istL^iL y ^y-^i:0^ B B H tTMI2fb^l 2. 2g£ 
llfco $3* 7 7 % 0 

MS(FAB.m/z) : 420(MH + ) 

IR(KBr)cm"' : 3568, 3550. 3416. 1668 

'H-NMR(DMS0-d 6 ) 6 : 2. 49-2. 63C4H, m). 3. 07-3. 10C2H. m). 
3.31-3.46(6H,m). 3.86(3H.s). 3. 87(3H. s\ 6.02(2H.s). 7. 12(lH.d). 
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7.72~7.83(4H,m). 8.47(lH.br). 12. 50OH. br). 13. 00-14. 00(2H. br) 

mmm 2 3 

2- [N- (3, 4 -V* h*->^>yv;i,) y>y] - 4- [2 - (4-y 
f-A,- 1 xf-;UT5y*^sK-;l/] -l, 3 -f-T •/-;!,. ift 

*lt«2 2T*fcft*||©7ij-*--x2. 0g*«3 0«l(C*|¥U 3 5 
%*AATX^t K9 5 0mg£tiD*.8 0 °CTM m®MW Lfc. Klt^m^Ltz 
&«ES*U 8Sfti:x^ 7 -;l/2 0 ^JD^^^T 4 NMfc- >jg 

«I£fl:£«B 1 . 6 g £*§fc c ir$ 5 9 % 0 
MS (FAB. m/z) : 434 (MH*) 
IR(KBr)cnf 1 : 3280, 3200. 1655 

'H-NMR(DMSO-d«) 6 : 2. 83(3H, s), 3. 38-3. 71(12H. m). 3.86(3H.s). 
3.87(3H.s). 7.12(lH.d). 7. 73-7. 95(3H. m). 8. 31 (lH.br). 12.68ClH.br). 
13. 00-14. 00OH. br) 

Mmm 2 4 

2 - [N- (3, 4-^n + M>'/^b) T ~ 7 ] - 4 - [2 - [4 - 
(2-tKo + j/xfA) -l-tWSJi*] zH7?;*A#i*] -1, 
3 -f-Ty-A, • 3i£&Jg 

fcU 0 Omg^jD^SfiTl 2B#rBlii^L7 l Co SCT 

»T'ft£Lfc 0 'J ^A*JniLT;l,*ytttU ?nn*ut^ 

20:1) TtlfiU Hbtl/;f^l^;-A2 O^irfcHU &l*T4N 
-A J;I)S^ b bIT, «Bffc;<6-&6 5 0mg^l#/c o TO 2 7 H 0 
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MS(FAB,m/z) : 464(MH + ) 
IR(KBr)cnf 1 : 3300, 3225, 1676 

'H-NMRCDMSO-ds) S : 2. 38-2. 53(12H, m). 3. 19-3. 51 (5H, m), 3.86(3H,s), 
3.87(3H.s), 7.09(lH.d). 7. 52-7. 77(4H. m). 11.00 -11. 50(1H. br). 
13. 00-14. 00(3H.br) 

mmm 2 5 

2 - [N - (3, A-V/ h*'V<>'/J A) 7;;] - 4- [2 - [ (2 - 
f-TV'U -7x-f» >T $7] x^y ^ y tifrtf-A,] - j, 3 -f-T7*-;b 
^»i2Tl#/cfl:^fe©7'J-^-X5 gt2-yf;l/ftf7 , /'J>5. 7 

gom&Va&i 5 o°ct i Btraftb/co y^y-;i,5 0 

MS (FAB. ra/z) : 436(MH + ) 
IR(KBr)cnf 1 : 3400, 3000. 1642 

'H-NMRCCHsOD)^ : 3. 56-3. 66(6H, m). 3.94(6H.s). 4.0K2H, t). 
7. 10(lH.d), 7.63(lH.d). 7.69(lH.dd), 7.82(lH.s) 



H»J2 5©££(I«iLT, mm®\ 2 6 - 2 8 ©<fc£t)£S«i£ Lfc 0 

nmm 2 6 

2- [N- (3, F + ^>yV;b) 7;y] - 4 - [2- [ (2- 

fn >; s>x-r>) >r = y] x^;ut * y - i , 3 _^ T7 -_ ;L/ . 3 

MS(FAB.m/z) : 418(MH + ) 

IRCKBr)cm~ 1 : 3420. 3083. 1649. 1618 

'H-NMR(DMS0-d 6 )5 : 2.03(2H.q), 2.78(2H.t). 3. 41-3. 63(6H. in). 
3.85(3H.s). 3.86(3H.s). 7. 12(lH.d), 7.71(lH.d), 7.76(lH.dd). 
7.86(lH,s), 8. 06C1H, brs). 9. 55(2H. brs). 12. 57(1H. brs) 

mmm 2 1 

2- [N- (3, 4 -VI h*isO'/JJl) T i y] - 4- [2- [ ( 2 - 
**-*y''J ^xx>) ^ J ] x^;bT > y - l , 3 -f7"/-i 
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MS(FAB.m/z) : 420 (MH + ) 
IR(KBr)cm _1 : 3380, 2910, 1643 

'H-NMRCDMSO-ds) 6 : 3. 34(2H. t). 3. 54(2H. t), 3. 70(2H. t). 3. 92(3H. s), 
3.93C3H.S). 4.29C2H.O. 7. 08C1H. d). 7.63(lH.d), 7.68(lH.q). 
7.76C1H.S) 

mmm 2 8 

2 - EN - ( 3 , 4 - *J / h * i/K > W Jl) TiJl - 4 - [ 2 - [ ( 2 - 

MS(FAB,m/z) : 4l9(MH + ) 
IR(KBr)cnf ' : 3389, 3197. 1676 

^-NMRCDMSO-dJo : 3.17(lH.s). 3.31(2H.m). 3. 40(2H. brs). 3.57(4H.s). 
3.78(3H.s). 3.79(3H.s). 6.92(lH,d). 7.260H.s). 7.68(2H.m), 
8.3K1H. br) 

mmm 2 9 

2 - [N- (3, 4-^n*^>^^)7;;] - 4 - [ (4 
AT uyfA) T $ y 7j;U^;b] - 1 , 3-f77'-;l- • 2£®?i& 

1 X'®tz<t&®*> g(- 1 , 4-^>«;7;>13. lg£flD;U 

1 0 0°CT-2B$rBl^U^o £fci££3l&£g£U i£M(l7K£fin;L?nro*A 

2 - [N- (3, 4 - : J t h^><> W A) 7U] - 4 - [ ( 4 - 7 ; y 7' 
^A) T ~ y 77A*^A] -1, 3-^ 77 -_ ;l/4 5g^ff/- 0 

ft^tZ®<t&®)Z:¥®4 Smtizmmi^ *tfTF 3 5 %*A-7'J > 2. 3g£ 
tin*. 1 msm^btzc KJ£$£&cEg£ U S®^(lSW7l^][jD^^fDL/c^, 

€:ME§il/;t, •> 'J TV^U? o v h?'?^- (?dd*U : ^ 

= 50:1) TfitSSU ^I£fb^t)07 1 . 0 g£f#fc 0 Z<b\t^ 

MS(FAB.m/z) : 407(MH + ) 
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IRCKBiOcnT 1 : 3350. 3245. 1601 

'H-NMR(DMS0-d 6 )5 : 1.55(2H,m). 1.64(2H.m), 2.70(3H.s). 2.72(3H.s). 
3.03(2H.m), 3. 30C2H. m). 3.85(3H.s). 3.87(3H.s). 7.12(lH.d). 
7.73-7.80(2H,n0. 7.85(lH,s), 7.97(lH.t). 10. 480H. br). 12.64(lH.br) 

mm® 3 0 

2- [N- (2, 4, 5-h'jy |> + -//<>-/>f^) 7U] - 4- [ (2- 
^yf;i/7;;x^i/) trjitf-jn - \ , 3-f7V-A 

7kmiti~b >;t7A 2 7 8mg£N, N-^^f;^^A7; Kl O^C^L. 
N, N-i;^i7;;x^;-i6 2 Omg^TU mUT I m$MWLtz 0 
E'Jlw 2 - [N- (2, 4, 5-h'J^h + J/^>7-fA) 7;;] - 4- (tK 
n^i/^^^-A) - i, 3-f77-;n. 57g£N. N - A 
T$ Kl O^CiSU fc^jfc^-f $yv*-;U 8 2 7 rag^n^ST 1 « 

«#t^ 0 -©2o©stc:?g^^t)it. i o o'cizx immmwitzo Kmmz 

S^b b h LT N *£ffc£fc| 1 . 4 g £#/r c JR^ 7 4 % 0 
MS(FAB,m/z) : 410(MH + ) 
IRCKBiOcnT 1 : 3316, 1727. 1655 

'H-NMR(CDCi 3 )6 : 2. 35C6H. s). 2.73(2H.t). 3.92(3H.s). 3.99(3H.s). 
4.10(3H.s). 4.46(2H.t). 6.58(lH.s). 7.77(lH.s). 7.86(lH.t). 
ll.14UH.brs) 

mmm 3 1 

2 - [N- (2, 4. 5-F'jnt^>7>f;l)7U] H - [(2- 
^xfATUxh^^) -1, 3-^y/_ ;l/ 

MS(FAB,m/z) : 438(MH + ) 
IR(KBr)cnf 1 : 3308, 1721. 1659 

'H-NMRCCDCf OS : 1.07(6H.t). 2.63(4H.q). 2.86(2H.t). 3. 92C3H. s). 
3.98(3H.s), 4.09(3H.s). 4. 42(2H. t). 6.58(lH.s). 7.77(lH.s). 
7.83(lH.s). 11.13(lH,brs) 
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mmm 3 2 

2- [N- (2, 4, 5 - b 'i / h + S/'OV-f;!,) T*jj - A - [ (2 - 
^^y^Dh'ATOxh^i/) ;U] -1, 3 — y'—ji 

MS (FAB, m/z) : 466(MH + ) 
IR(KBr)cnf 1 : 3306, 1721. 1655 

'H-NMRCCDCi 3 ) 6* : 1. 04C12H. d). 2.80(2H,t). 3.04(2H.q). 
3.92(3H.s), 3.99(3H,s). 4.09(3H.s), 4.28(2H.t), 6.58(lH.s). 
7.77(lH,s), 7.84(lH.s), 11. 13(1H, brs) 

mmm 3 3 

2- [N- (3, 4-^n*^>^;l) TiJ] - 4- [ ( 2 
^7;yih + y) *;^] -l, 3-*7*/-;U 
MS (FAB. m/z) : 380(MH + ) 
IR(KBr)cnr' : 3245, 1738, 1680 

'H-NMR(CDCi 3 )<5 :2.31(6H.s). 2.68(2H.t). 3.94(3H.s). 3.96(3H.s). 

4.38(2H.t). 6.94(lH.d). 7. 48-7. 53(2H. m). 7.87(lH.s). 9. 50(1H. brs) 
3. 4 -i?/ b^i/O'/JJltni) K©ft=bO(3*fJ£-f 3 31^>^^ 

t'^feLT, OTl^-T^ltfiJ 3 4-4 1 ©ffc-£^£i?i£ L/c D 
fIJfcW 3 4 

2- [N- (2-7*;-4, 5-yn*M>'/-f/l/) T$y] - 4- 
[ (2-i;^^7;;xfA) 7;;*;^] - i, 3-^yy'-;l,. 2 

MS (FAB. m/z) : 394 (MH + ) 

IR(KBr)cm _1 : 3393, 2955. 1655, 1526. 1296 

"H-MflKDUSO-d.)* :2.80(8H.s). 2.82(3H.s), 3.26(2H.q). 3. 68C2H. q>. 
3.80C3H.S). 3.82(3H.s). 4. 40-6. 40(4H. br). 6.83(lH.s). 7.53(lH.s). 
7.98C1H.S). 8.43C1H. t). 10.59OH.brs) 

mmm 3 5 

2 - [N - (4. 5 - i> * b * is - 2 - - h n ^ > W ;U) 7;7] - 4- 
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MS (FAB. m/z) : 424(MH + ) 

IRCKBiOcaf' : 3428. 1663. 1549. 1522. 1298 

'H-NMR(DMSO-de) 6 : 2. 20(6H, s), 2.43(2H.t). 3.37(2H.q). 3.93(6H.s). 
7.360H.S). 7.70C2H.B). 7.84(lH.s) 
Hi 3 6 

2- [N- (2-7'n^-4, 5-J>n + ^>'/-fA) T^y] - 4- 
[ (2-i?^;i7i;x^) J*A,#=.A,1 - 1, 3 -f-y 
MS (FAB. m/z) : 457(MH + ) 

IR(KBr)cm-' : 3410. 1672. 1657. 1545. 1507. 1269 
'H-NMR(CDCi 3 )o :2.22(6H.s). 2.57C2H.O. 3.54(2H.q). 3.91(3H.s). 
8.84(SH.s). 7.09C1H.S). 7.36(lH.s). 7.57C1H.O. 7.76(lH.s) 

mmm 3 7 

2- [N- (4, 5-^^ h*5/-2-fc Knt^>'^ A ) y: y] _ 4 

- [ (2-^yfA7Uin) T$y*A#-A,] - 1, 3-f-T-/-* 
MS (FAB. m/z) : 395 (MH + ) 

IR(KBr)cnf' : 3401. 1655. 1549, 1491. 1244. 1217. 1206 
'H-MflKCDCf,)* :2.58(6H.s). 2.93(2H.t). 3.48(2H.q). 3.72(3H.s). 
3.75C8H.S). 6.43C1H.S). 7.420H.S). 7.59(lH.s). 8.25(lH.t) 

2- [N- (4. 5-^y h*i/-2-tKam>7-fA) T^y] -4 

6 Tfffc 2 - [N- (4, 5-^n*i/-2-hKo + ^>^A) 
n;]-4-(x^Hla)-l, 3-*7'/-*.|MWn 5. 4 
gi^77Df;LxfU>^7i>26. 9g©I^, 7Aa*>|| T . 
1 2 0'CT3 0#mil#Lfc o ®6tt*«ES*U little n o sfc^fcjp 

Eff±LT«Cfk^«l 1. 7 g^»fc 0 IR^6 9 *> 0 
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MS(FAB.m/z) : 451 (MH + ) 

IR(KBr)cm-' : 3401. 1661, 1522. 1267 

■H-NMR(DMSO-ds)o : 1.32(12H.m). 3.16(2H.m). 3.63(4H,m). 3.77(3H.s). 
3.82(3H.s). 6.84(lH.s). 7.50(lH.s). 7.89(lH.s). 8.71(lH,t). 
9.56(lH,br), 11.79(lH.brs). 12.00(lH.br) 

bmrng, lt\ mn<t4tVB<Dm& 1 4 . o g£#/c c 

HMJ 3 9 

2- [N- (4, h*^-2-^y^;UT^A:> 7 V;b) y*y] 

"4- [ (2-^H7>;xfi) T$y**#i*] -1, 3-f7V- 
* • 2 ig^ig 

MS (FAB. m/z) : 422(MH + ) 

IR(KBr)cm"' : 3410. 1526. 1422. 1339. 1294 

'H-NMRCDMSO-de) £ : 2. 81(3H, s). 2.83(3H.s). 3. 12(6H. s). 3.28(2H.q). 
3.68(2H.q). 3.94(3H.s). 4.80(3H.s). 7.49(lH,s). 7.67(lH.s). 
8.05(lH.s). 8.99(lH.brs). 10. 70(1H. brs) 
^&£#J4 0 

2 - [N- (4. 5 - 9/ h^f- 2 - / TJlO >/J Jl) j; y] _ 4 _ 
[ (2-^yf-AT Uxf;b) y $ y a^sK^i,] -1,3 -^ y ./_ A . 
MS(FAB.m/z) : 393(MH + ) 

IRCKBr)cm~ 1 : 3474. 2983. 1674, 1561. 1271, 1146 

'H-NMRCCDCi 3 ) 6 : 2. 15C6H, s). 2.50(3H,s). 2.55(2H.t). 3.53(2H.q). 

3.9K3H.S). 3.93(3H.s). 6.76(lH.s). 7.22(lH.s). 7. 62(1H. t). 

7. 71(lH.s) 

mm\A 1 

2- [N- (4, 5-i^h*->- 2 -T-tf-JVT i )l) y ; j ] 

-4- [ (2-y^f;b7;;xf^) 7;;*^xA] -i, 3 _ f77 -_ 
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MS(FAB,m/z) : 436(MH + ) 

IR(KBr)cm~ 1 : 3565, 1650, 1555, 1534, 1292 

'H-NMRCCDCi 3 ) 6 : 2. 24(9H. s). 2.57(2H.t). 3.50(2H.q). 3.76(3H.s), 
3.99(3H.s). 7.38(lH.s). 7. 62(1H. t). 7.74UH.S). 8.43ClH.s) 

mmrn 42 

2- [N- (^>7V^) T^y] - 4- [ (2-^y^7;;if;b) y 

MSCEI.m/z) : 318(M + ) 

IR(KBr)cm~' : 3400, 1669, 1644 

'H-NMRCDMSO-dc) 6 : 2. 81(6H. d). 3. 24-3. 30(2H. m). 

3.65-3.72(2H.m). 7. 53-7. 70(3H. m). 8. 00-8. 41 (4H. m). 

10. 580H.brs). 12.84(lH.s) 

mmm 4 3 

2- [N- (2-^ h + ->OW^) 7;;] - 4- [ 

IR(KBr)cnf ' : 3320, 3050. 1660, 1610. 1570, 1540 

J H-NMR(DMS0-de) £ : 2. 83(6H. s), 2.76(2H.q). 3.6l(2H.q). 3. 98(3H. s). 

6.02(2H.s), 7.l3(lH.t). 7.27(lH,d). 7. 58-7. 63(2H.m). 

7.84(lH,dd), 7.93(lH,s), 9. 30(2H, brs), ll.67(lH.s) 

mmm 4 a ' 

2- [N- (3-n+^>y^;b) 7iy] - 4- [ (2 -if J * JIT i 
Jjl^jI) 7;;*;^z;U -i, 3-f7 7'-^- 2i&g?i& 
IR(KBr)cnf ' : 3400. 3200, 2966, 2689, 1690. 1670. 1580, 1560, 1520 
] H-NMR(DMS0-d 6 ) 6 : 2. 80 (3H, s), 2.82(3H.s). 3.26(2H,q). 3.68(2H.q), 

3.86(3H,s). 6. 91 (1H, brs). 7. 17-7. 24(1H. m). 7. 47(1H, t). 

7.65-7.70(2H. m). 8.01(lH.s). 8.39(1H, t), 10. 68C1H. brs). 

12.84(lH.brs) 

mm 4 5 

2- [N- (3-^DDA:>«/^;l / ) 7 :;j _ 4 _ [ (2-y^^ 7 :; 
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IR(KBr)cnf 1 : 3300, 1669, 1659. 1541 

'H-NMR(DMS0-d 6 )<5 :2.83(6H,s). 8.24C2H.O. 3.S1C8H. brs). 3.63(2H.m). 
6.02C2H.S). 7.60(lH,t). 7.72(lH,m). 7.93(lH.s), 8. 04 OH. m). 
8.150H.H). 8.2K1H.O 

mm\A 6 

2 - [N- (4-^ + ->^>^i)7;;] - 4 - [ (2 --J/^-JVT I 
JjLj-A) Ti JfiJltf-Jl} - i, 3-f77*-;^ 2fg®£ 
lR(KBr)cm"' : 3400, 3150, 3050, 2950, 2700. 1670. 1655. 1603 
'H-NMR(DMS0-d s )<5 :2.80(3H,s). 2.82(3H,s). 3.25(2H,q). 3.68(2H.q). 
3.85(3H.s), 4.68(lH.s). 7. 05-7. 15(2H, m). 7.96(lH.s). 
8.01~8.15(2H.m). 8. 36(1H. t). 10.54(lH.s). 12.64(lH.s) 
nt&M4 7 

2- [N- (2. 8-yyh*M>7-fA) T$;] -4- [(2-i?>f 
JIT UxfW T i ; * jItH-M -i, 3 -f-T vU-T>®lg 
MS(EI.m/z) : 318(M + ) 
IRCKBiOcnf 1 : 3403, 3297. 1671, 1580 

J H-NMR CDMSO-d 6 > <5 :2. 83(6H, s), 3.25(2H.t). 3.61(2H.q). 3.88(3H.s), 
3.89(3H.s), 6.02(2H.s). 7. 20-7. 33 (3H. in). 7.91(lH.s). 8.35(lH.t). 
9.00~10.00(2H.br). 12. 00(1H. brs) 

nm®\4 8 

2 - [ N - (2-t KD + i/- 3-y r- + W Jl) T i - 4 - 
[ ( 2 -^^filT ~ ;xfi) T ^ 7 - 1 , 3 — J-T '/ — Jl • ^ 

MS(EI.m/z) : 304(M + ) 
IR(KBr)cn)- 1 : 3400. 1660, 1551 

'H-NMR(DMSO-de) 6 : 2. 83(6H, s), 3.26(2H.t). 3.60(2H.q), 3.89(3H.s). 
6.03(2H.s). 6.94(lH.t). 7. 22(1H. dd), 7.59(lH.dd), 7.85(lH.s). 
8.54C1H. t). 9.00-12.00(3H,br) 
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mmm4 9 

2 - [N- (4-tFD + -/-2->h + -//<>7^;| / ) , 7;;] - 4 - 

[ (2-^';ynh^7;;x^) T$y^;i,^-A] - 1, 3-^77- 

^ • 2 

'H-NMRCDMSO-de) 6 : 1.29-1. 33(12H.m). 2. 47-2. 51(2H, m). 
3.19-3.58(4H.m). 3. 59-3. 76(2H. m). 3.97(3H.s). 6.82(lH.s). 
7.870H.S). 7.90OH.S). 8. 53-8. 68(1H. m). 9. 09-9. 23(1H. in), 
11.280H.S), 11.4K1H.S) 

mmm 5 0 

2 - [N- (2 - t FD + -/-4 - y h + i/^>7V;U) 7 ; y ] - 4 - 
C (2-^v^ai;A7S;ifA) T$y*;i,^-;u] - i, 3 _^ T y_ 
Jl 

•H-NMRCCDCi,)^ :1.22(12H.d). 2. 88-2. 91C2H. ■). 3.25-3.31(2H.m). 
3.61-3.65(2H.m). 3.82(3H.s). 6. 41-6. 50(2H. m). 7.69(lH.s), 
7.81-7.84(lH,m). 8.07(lH.d). 10.82(lH.s). 11.480H.S) 

mmm 5 1 

2 - [N- (2, 5-yn*-^>7^;0 7;7] - 4 - [ ( 2 - S> * 

ySCBI.m/z) : 378 (M + ) 
IRCKBiOcnT 1 : 3305. 1661 

'H-NMR(DMS0-d s )<5 : 2.84C6H. s). 3.26(2H.t). 3.61(2H.q), 3.79(3H.s). 
3.96(3H.s). 6.02C2H.S). 7. 18-7. 43(3H. m). 7. 91 OH. s). 8.43(lH.t), 
8.50-11. 00(2H,br), 11. 63(1H, brs) 

mmm 5 2 

2- [N- (2, 6 h4-^> 7 V;t,) T^y] - 4- [ 

A7 ^ x ^) 7;;*At:-;H -1, 3-f77-^.-7i/-r>»tt 
MSCEI. m/z) : 318(M + ) 
IRCKBiOcnT 1 : 3303. 1661. 1599 

'H-NMR(DMS0-d 6 )5 :2.81(6H.s). 3.23(2H.t), 3.61(2H.q). 3. 76C6H. s). 
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6.02(2H.s). 6.75C2H. d). 7.40OH.O. 7.85(lH.s). 8.13(lH.t), 
9. 00-9. 50 (2H.br). 12. 40(1H. brs) 

mmm 5 3 

2- [N- (3, 5 ->J/ h + i/'O'/J/V) T$y] - 4- [ (2-i;^ 
;b7 5;ifA) 7;;*;toH - 1, 3 -f-7"/-;i, • 
IR(KBr)cnf 1 : 3600, 3250. 3100. 1650. 1637. 1601 
'H-NMRCDMSO-de) 5 : 2. 80(3H, s). 2.82(3H.s). 3. 30-3. 60 (2H, in). 
3.60-3.75C2H.m), 3.83(6H.s). 6.750H.S). 7.280H.S). 7.29(lH.s). 
7.990H.S). 8.30-8.40(lH.m), 10. 38(1H. brs). 12.790H. s) 
HifeM 5 4 

2- [N- (3, 4 --;n + ^>^;l) T$y] -4 - [ (2-*?JV 
7Ulf^) 7;;*;M-A] -1, 3-f77-A- 2iiiS 
IR(KBr)cm" 1 : 3450, 1674, 1601. 1560 

'H-NMRCDMSO-de) 6 : 2. 57 (3H. t), 3.08(2H.t). 3.63(2H.q). 3.86(3H.s), 
3.87(3H.s). 4.88C1H. brs), 7.12(lH,d). 7. 74-7. 80(2H, m). 7.96(lH.s). 
8.28UH. t). 9. 11C2H. brs). 12. 70C1H. brs) 

mmm 5 5 

2 - [N- (3, 4 - 'J / r-*S/^>'/-f40 7;;] - 4- [N- (2-/ 
?JIT I 7if)L0 -N- yf-^T $ y -1,3 -f7 , /-A • 2 

IR(KBr)cm _1 : 3450. 1680, 1636. 1559, 1279 

'H-NMRCCDsOD) <5 :3. 20(6H, s), 3.88(3H,s), 3.91(3H.s). 3.99(4H.s). 
6.99(lH.d). 7. 59C1H. s). 7.80(lH.dd). 7.84(lH.d) 

mmm 5 6 

2 - [N - ( 3 , 4 -^n + ^>'/>f;l) 7;7] - 4 - [ ( 2 - -f V ^ 
■Dhl7;;xfA) 7i;*M'^] -1, 3-f7'/-;h7H>IS 
! H-NMR(CDCi3)<5 : 1.42(6H.d). 3. 26-3. 39(2H. m). 3. 45-3. 51(1H. m). 
3.68-3.79(2H,m). 3.89(3H,s). 3.93C3H.S). 6. 26C2H. s). 
6.94-6.97(lH.m). 7.58C1H. s). 7.59(lH.s). 7.93(lH.d), 
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8.84—8. 91 (1H. m), 9.39C2H. s). H.lO(lH.s) 

mmm 5 1 

2- [N- (4-kKD*i/-3->h*^>'/^A ( ) T ^ y ] - 4 - 
[ (2-^V:/nhVH^ ;if;|,) 7;y^W-;|,] - i, 3 _^ 77 -_ 
A • 2 

'H-NMRCDMSO-de) <5 : 1. 30-1. 3702H. m). 3. 16-3. 20(2H, m). 
3.59-3.67(4H.m). 3.82(lH.s), 3.87(3H.s). 6. 91-6. 94(lH.m). 
7.61-7.65(lH.m). 7.72(lH.s). 7.91(lH,s). 8. 40-8. 45C1H. m). 
9.97-9.99(2H.m). 12.55(lH.s) 

mmm 5 8 

2 - [N- (3-bKD + i/-4-^ + ^>>/^ A ) 7 ; y ] _ 4 _ 
[ (2-^V^oW;;xfA) T~ y^Atf^X,] - J, 3-f-T'/- 

a • 2 

J H-NMR(DMS0-d s )5 : 1. 30-1. 37C12H. m). 3. 13-3. 18(2H, m). 3.57(lH.s), 
3.56-3.65(4H.m). 3.86(3H.s). 7. 04-7. 07(1H, m). 7.51(lH,s), 
7.63-7.67(lH,m). 7. 90C1H. s). 8. 41-8. 50(1H, m). 9. 94-9. 99C2H. m), 
12.5K1H. s) 

mmm 5 9 

2- [N- (3, 4 -it / ht^>'/^A) T$y]-4-[[2-(N- 
2 - f'J^T ~ y) ifA] T $ y £;t,*L=:;l,] - i , 3 -f-T7'-;u • j*m 

MS (FAB. m/z) : 428 (MH + ) 

'H-NMRCDMSO-dOff : 3. 60(2H. brs), 3. 76(2H. brs). 3.85(3H,s). 
3.87(3H,s). 6.82-6.87(lH,m), 7. 08-7. 14C2H. m). 7. 73-7. 79(2H. m). 
7.85-7.92(2H.m). 8. 10C1H, brs). 9. 09(1H. brs). 12. 67C1H. s). 
14.09C2H. brs) 

mmm 6 o 

2 - [N- (3, 4 -^y- h^^-OWA) 7 ^ y ] - 4 - [ [2 - ( 1 - 
h'o >j xf-A] y ^ y #AtfxA] - i , 3-f7'/-A • vb^ >®ig 
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MS(FAB.m/z) : 405 (MH + ) 

IR(KBr)cm"' : 3450, 1669. 1545, 1515 

'H-NMR(CD 3 0D)<5 : 2. 10C4H. brs). 3. 30-3. 32(4H, m). 3.46(2H.t). 
3.87(2H.t). 3.92C3H.S). 3.93(3H.s). 6.23(2H.s). 7.09(lH.d). 
7.61(lH.d). 7.68(lH.dd). 7.83(lH.s) 

nmms 1 

2- [N- (3, T^y] - 4- [ [2- (1 - 

MS(FAB,m/z) : 419(MH + ) 

IR(KBr)cm"' : 3300. 1675. 1665. 1605. 1555. 1534 

•H-NMRCCDaOD) 5 : 1.45-2. 05(6H.m). 2. 90-3. 10(2H. m). 3.41C2H. t>. 

3.63-3.81(4H.ni). 3.93(6H.s). 6.26(2H.s). 7. 10C1H. d>. 7.61(lH.d). 

7.69(lH.dd). 7.840H.S) 

nmrn 6 2 

2- [N- (3, 4 ->J* Y*i/s<y>f4 )\,) 7;;] - 4- [ [2- (2- 

tfn ij k>- l -4)1) x^;u] y -1,3 -^tv*-^ 

IRCKBiOcnT 1 : 3411. 1684. 1650. 1603 

'H-NMR(DMSO-de) 6 : 1.91 (2H. quint). 2. 18(2H. t). 3. 30-3. 50(6H, m). 
3.85(3H.s). 3.87(3H.s). 7.11(lH.d). 7. 70-7. 80(2H. m). 7.83(lH.s). 
7.9K1H. t). 12.63(lH.s) 

mm\ 6 3 

2 - [N - ( 3 , 4-i?n + ^>'/>f )l) T i J] - 4- [ [2 - ( 2 - 
f^»J K>- 1 — -f Jl) xfA] y y #;t,tf^;t,] - j , 3 -f 7 y_^ 
IR(KBr)cnf 1 : 3450. 1650. 1613. 1551. 1518 

'H-NMRCDMSO-de) 6 : 1. 60-1. 80(4H. m). 2. 18(2H. t). 3. 25-3. 40(2H. m). 
3.40-3.50(4H.m). 3.85(3H.s), 3.87(3H.s). 7.11(lH.d). 
7.70-7.79(3H.m). 7.80(lH.s). 7.95(lH.brs) 

%mm 6 4 

2 - [N- (3, A- : J i h^r->^y/-( Jl) T$y] — 4 — [ (2 -77x 
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-;Vx^;tO 7i;*;^'-;H -1, 3 -f-r*/~;i/ ■ *g»t& 
MS (FAB. m/z) : 393CMH*) 
IRCKBr)cm- 1 : 3160, 1663. 1603, 1565, 1532 
1 H-NMR (DMS0-d«) 6 : 3. 32-3. 46(4H. m), 3. 86(3H. s). 3. 87(3H, s). 

6. 52(2H. brs). 7. 10-7. 65(3H. m), 7. 73-7. 79(2H, m). 7. 86-7. 90(2H, m), 

8.03-8.07(lH,ra). 12. 67(1H. brs) 

nmm 6 5 

2 - [N - ( 3 , 4 - V / h * i/< y '/>r Jl) T i J ] - 4 - [ 2 - [3 
- (1 -^^^U-r K) x^;b] T^y^7^^-;l/] - l, 3-f77- 
)\y • 2 

1 H-NMR (DMS0-d 6 )<5 : 2. 79-2. 98(2H. m), 3.57(3H.s), 3. 62-3. 73(2H. m). 
3.85(3H.s). 3.86(3H,s). 5. 19-5. 74(2H. m), 7. 12(lH.s). 
7. 73-7. 78 (2H. in), 7.94(lH.s). 8. 19-8. 29(1H. m). 8. 92-9. 08(1H. m), 
10. 02-10. 31 (1H. m), 12. 49-12. 78(1H. m) 

mmm 6 6 

2- [N- (3. 4 -'J / Y^isKy/J )l) T I J ] - 4- [ [2- [3- 
(l. 2 -it/f-A,) =S-*+>\,>( K] xf^] y - l. 3-f- 

T '/—;!/ • 2£i?i£ 
' H-NMR (CDC i 3 )tf : 2.38 (3H.s). 2.95(3H.s). 3. 47-3. 53(2H. m). 
3.58-3.63(2H,m). 3.97(6H.s), 5. 55(4H. brs), 6. 96-6. 99(1H. ra), 
7. 66-7. 74(4H, m) 

mmm 6 1 

2- [N- (2, 3, 4-h'jn*^>^A)7$;] - 4- [(2- 
v ^ f AT ^ T ~ y *;UsK^;b] - l , 3 - f77'-;b - ?k>S 

IR(KBr)cm~ 1 : 3400. 3300, 1660 

: H-NMR (DMS0-d 6 )o : 2. 82C6H. s). 3.24(2H. t). 3. 58C2H. q). 3.82(3H.s). 
3.89(3H,s). 3.99C3H.S). 6.01(2H.s). 7.03(lH.d). 7. 65C1H. d), 
7.890H. s). 8. 44C1H. t), 9. 25(2H. brs), 11.56(lH.s) 
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mmm 6 8 

2- [N- (2, 3, 5 - h'jy h + v"<> 7*>f AO T O ] - 4 - [ ( 2 - 

MSCEI.m/z) : 348(M + ) 
IR(KBr)cm~' : 3306. 1667, 1607 

'H-NMR(DMS0-d 6 ) 6 : 2. 83(6H. s). 3.25(2H.t). 3.61(2H.q). 3.80(3H.s). 
3.8K3H.S). 3.87(3H.s). 6. 02(2H. s), 6.85(lH,d). 6.88(lH.d). 
7.920H.S), 8.37(lH.t), 9. 00—9. 50(2H, br), 11. 98(1H. brs) 

nmm 6 9 

2 - [N - ( 2 . 3, 6 - h 'J y h + i"< y VV A) 7;7] - 4 - [ (2- 
i?^f^7;;xf;P) ~7 X J t} A#'— A] -l, 3-f7'/-A.7b^>i 
ig 

MS(EI.m/z) : 348(M + ) 
IR(KBr)cm" : 3000, 1682, 1650 

! H-NMR(DMS0-ds)<5 : 2.82(6H.s). 3.23(2H.t), 3.61(2H,q), 3.72(3H.s). 
3.74(3H.s), 3.80(3H.s), 6.02(2H.s). 6.80(lH,d). 7.11(lH.d). 
7.87C1H.S), 8.150H. t), 8. 80-10. 00(2H. br), 12. 51(1H, brs) 

mmm i o 

2 - [N- (2, 4, 6 - r- 'J t h * i/< > 7>T A) T ~ y ] - 4- [ ( 2 - 
^^^7;;xf;b) 7;;*;H-^] -l, 3 -f7 7-A • vK>i 

IR(KBr)cnf 1 :. 3400. 2360. 1670 

'H-NMR(CDCf 3)0 : 2.84C6H.S). 3.25(2H.t). 3.61(2H.t). 3.76(6H.s). 
3.83(3H.s). 6.0K2H.S). 6.30(2H.s). 7.82(l.H.s). 8. 13(1H. t). 
9.25C2H, brs). 12.240H. s) 
HWJ7 1 

2 - [N - ( 3 , 4 , 5 - h U * r- * i/1 > W A) T = J ] - 4 - [ ( 2 - 
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IR(KBr)cm-' : 3300, 1670. 1590. 1550 

3 H-NMR(DMSO-d 6 ) 6 : 2. 31 (6H. s). 2.58C2H.O. 3.46(2H.q). 3.76(3H.s). 
3.89(6H.s). 6.58C2H.S). 7. 49C2H. s). 7.8K1H.O. 7.85(lH.s) 

nmm 1 2 

2 - [N - ( 2 , 4 , 5 - h U / h * 'J4 Jl) T I J ] - 4 - [ ( 2 - 
i/>7u-?u tvi/T $ ;if;b) y -1, 3-^yy*-4, 

MS(FAB.m/z) : 42KMH*) 
IR(KBr)cnf 1 : 1653. 1512. 1259. 1024 

•H-NMR(CDCi 3 )<5 : 0. 36-0. 53(4H. m). 2.20OH. ddd). 2.97(2H.t). 
3. 56C2H. q). 3.93(3H.s), 4.00(3H.s). 4. 14(3H.s). 6.59(lH.s). 
7.48C1H.O. 7.76C1H.S). 7.78(lH.s). 11.05OH.S) 
H^0iJ 7 3 

2 - [N - ( 2 . 4 , 5 - h 'J / h + i/1 y 7-f AO T S y ] - 4 - [ ( 2 - 
t e r t -y^T * ;xf;b) y $ ./fc 71, -1,3 -f77-^ • 2 

1 H-NMR (DMSO-d 6 ) <5 : 1.30(9H. s). 2. 98-3. 09C2H. m). 3.17(lH.s). 
3. 53—3. 70C2H. m). 3. 78C3H. s). 3.93(3H.s). 4.08(3H.s). 6.89(lH.s), 
7.50QH.S). 7.90C1H.S). 8. 49-8. 63(1H. m). 8. 82-9. 00(2H. m). 
11.32C1H. s) 
Mtkffl 7 4 

2 - [N - ( 2 . 4 . 5-h'jn + ^>7>f^) 7;;] - 4 - [ ( 3 - 
y-fV^D^7;;7neA) 7;;*^f-^] - 1, 3-f77-^. 2 

MS(FAB.m/z) : 479(MH + ) 

IR(KBr)cm"' : 3410, 1674. 1663, 1611, 1584. 1553. 1520 
1 H-NMR (CDC ^ 3) 0 : 1.27-1. 34C12H. m). 2. 00-2. 06(2H. m). 

3.06-3.10(2H.m). 3. 29-3. 36(2H. m). 3. 56-3. 62(2H. m). 3.78(3H.s). 

3.93C3H.S). 4.07(3H.s). 6.88(lH.s). 7.49(lH.s). 7.87(lH.s). 

8.47(lH.brs). 9. 92(2H. brs). 11.330H. s) 
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mmm 1 5 

2- [N- (2, 4, 5 - h 'J / h*i/<>'/4 )l) 7; Jl - 4 - [ [N- 
(2-^lf;l,7;;if^) _ N _^^ ;U] y^^^^] _ {> 
T *f—)l - 7H 
IR(KBr)cm-' : 3400. 3320, 1640. 1625 

] H-NMR(CDCi 3 )<5 : 1.23(6H.t). 3.14(3H.s). 3.15(2H.q), 3.29(2H.t). 
3.76(3H.s). 3.77(4H.q). 3.92(3H.s). 4.03(3H.s). 6.02(2H.s). 
6.860H.S). 7.490H.S). 7.65(lH.s). 9. 50(2H. brs). 11.26(lH.s) 

mmm 1 6 

2- [ [N-y^b-N- (2, 4, 5-h'jn + ^>*/-fA)7;;] 
- 4 - [ (2 -Vi^hy ^ 7xf;l) y s j -1,3 -f77- 

IRCKBrknT 1 : 3300. 1655 

'H-NMRCCDC^M :2.91(6H.s). 3. 33-3. 38(2H. m). 3.55(3H.s). 
3.81~3.99(2H,m), 3.84(3H.s). 3.88(3H.s). 3. 96C3H. s). 6.16(2H.s). 
6.55(lH.s). 6.95(lH.s). 7.83(lH.s), 8. 12(1H. t). 12. 50(2H. brs) 

mmm 1 1 

2- [ [N-y^u-N- (2, 4, 5-h'jn*M>-;>r;i/) 7;;] 

-4- [ (2-^7^oh^7Uxf;b) T 7 # ;b*^A0 - i, 3-^ 
TV- A- • 7H >ffitf£ 
IR(KBr)cm~' : 3300. 1655, 1541 

'H-NMR(CDCi 3 )(5 : 1.37(6H.d). 1.41(6H.d), 3. 25-3. 35C2H. m). 

3.52C3H. s). 3.58~3.68(2H.m). 3.85(3H.s), 3.86(3H.s), 

3.83-3.89(2H.m). 3.97(3H.s). 6.26(2H.s). 6.56(lH,s). 6.91(lH.s). 
7.82(lH.s). 8.88C1H. t). 10.70(lH.s) 

mmm 7 8 

2- [N- (2, 4. 5 - r- U / YZ-i/^yfJ )l) T I J ] - 4 - [ (2 - 
S?-n -7*d k'A-7 = T $ J tiJltf-jil -i, 3-f7'/-;t - 2 
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IR(KBr)cm~' : 3400. 1663, 1611. 1550 

»H-NMR(DMS0-d s )<5 : 0.91(6H.t). 1. 65-1. 80(4H. m). 3. 00-3. 10(4H. m). 
3.20-3.25(2H.m). 3. 60-3. 70(2H. m). 3.79(3H.s). 3.93(3H.s). 
4.08(3H.s). 6.89(lH.s). 7.50(lH,s). 7.9K1H.S). 8. 69(1H. t). 
10.55(2H.brs). 11. 32C1H. s) 

mmm 1 9 

2 - [N- (2, 4, 5 - h U ^ b*isK>>/>(jl) 'ri J] - 4 - [ (2- 

MS (FAB, m/z) : 493(MH + ) 

IR(KBr)cm"' : 3400, 1655. 1615. 1578. 1561 

'H-NMR(CDCi 3 )5 : 0. 93-0. 99(6H. tn). 1. 33-1. 47(4H. rn). 

1.77-1.88(4H.m). 3. 11-3. 15(4H. m). 3. 39-3. 4K2H. m). 3.92(3H,s). 

3.98(2H.brs). 3.99(3H.s). 4.21(3H.s). 6.58(lH.s). 7.71(lH.s). 

8.06(lH.s), 8.93(lH.brs), 11. 61(2H. brs). 11. 76(1H. brs) 

mmms 0 

2 - EN- (2, 4, 5 - h 'j y h + V>fJl) 7;;] - 4 - [ (2 - 
^^77-f-;l7;yxfA) 7; J * Jltf-Jl] - \ , 3 _ ^ T «/_ ;l/ . ggg 
M$(FAB.m/z) : 493(MH + ) 
IR(KBr)cm _1 : 3650, 1559. 1541, 1509 
'H-NMR(DMS0-d 6 )5 : 0. 99-1. 05O2H. m). 2. 09-2. 19(2H. m). 

3.01-3.05(4H.nO. 3. 31 (2H, brs). 3. 69-3. 71 (2H. m). 3. 79(3H.s). 

3.93C3H.S), 4.07(3H,s), 6.89(lH.s). 7.50(lH.s). 7.94(lH.s), 

8.780H.S), 9.55(lH,s). 11.31(lH.s) 

nmms 1 

2 - [N - ( 2 , 4, 5 - h >J / b * >^ y 'Jj )l) 7 $ J ] - 4 - [ ( 2 - 

MSCFAB. m/z) : 545 (MH + ) 

[R(KBr)cm- ! : 3400. 1657. 1611, 1543. 1518 
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, H-NMR(CDCi 3 )(5 : 1. 05-1. 80C20H. m). 2. 57(2H. brs). 
2.77-2.82(2H,m). 3. 36-3. 43(2H. m). 3.93(3H.s). 3.99(3H.s). 
4.10C3H.S). 6.590H.S). 7.73(lH.s). 7.73^7. 77(lH.m). 7.79(lH.s). 
11.06OH, brs) 

nmm 8 2 

2 - [N- (2,4, 5-Hjy K + ->a; >7 V;0 7 -;] -4- [ (2 - 

MS(EI,m/z) : 422(M + ) 
IR(KBr)cm-' : 3318, 1650, 1609 

•H-NURCCDCi,)* :l.ll(3H.t). 2.30(3H.s), 2.52(2H.q). 2.6K2H.O, 
3.54(2H.q). 3.93C3H.S). 3.99(3H.s). 4. 13C3H. s). 6.59(lH.s). 
7. 56C1H. brt). 7.75C1H. s). 7.78(lH.s). ll.05OH.brs) 

mmm 8 3 

2- CN- (2, 4, 5- h + isKyVJA) 7;y]- 4 -[[2- 

1 , 3 • 2i£^i& 
'H-NMRCCDCi,)* :0.96(3H.t). 1. 02-1. 10C6H. ■). 1. 43-1. 60C2H. m). 

I. 58— 1.79C4H. m). 2. 38-2. 53(2H. m), 2. 59-2. 72(2H. m). 

2. 97— 3. 09C1H, m). 3. 41-3. 55(2H. m), 3.93(3H.s), 3.99(3H.s). 
4.10C3H.S). 6.590H.S). 7. 74C1H. s). 7.79(lH.s). 7. 74-8. 02C1H. m). 

II. 42C1H. s) 

Mm 8 4 

2- [N- (2. 4, 5- h<M hJr-XyVjJl) TiJ] -4- [ [ 2 - 

(NH77Dh^-N-n-7'^7;y) x**] r $ y ft - j, 

3 -?-T'/-Jl • 2il^ 

'H-NMRCCDC £3)6 : 0. 91 (3H. t). 1.05(6H.d). 1. 33-1. 47(4H. m). 
1. 83-2.02(2H.m). 2. 45-2. 51 (2H. m). 2. 63-2. 68(2H, m). 
3.01-3.06(lH.m). 3. 44-3. 49C2H. m). 3.93(3H.s). 3.99C3H.s). 



-53- 



WO 96/36619 



PCT/JP96/01297 



4.16C3H.S). 6.590H.S). 7.74(lH.s). 7.79(lH.s). 7. 72-7. 79(1 H. m). 
9. 86—9. 98C2H. m). 11.07(lH.s) 

mmm 8 5 

2- [N- (2, 4, 5 - h <J / h*i/0 T I y] - 4 - [ ( 2 - 

• 2i£&ig 

'H-NMR(DMS0-d e )<5 : 1.30-1. 37(12H.m), 3. 10-3. 28C2H. m). 
3.53-3.89(4H.m). 3. 78C3H. s). 3.93(3H.s). 4.07(3H.s). 6.88(lH.s). 
7.460H.S). 8.67-8.80(lH,m). 9. 76-9. 94(2H. m). 11.42(lH.s) 

mmm 8 6 

2- [N- (2, 4, 5 - h 'J ^ h ^ i/K y y-f )i) T X J ~\ — 4 — [ (2 — 
■ 2i£^i& 

'H-NMR(DMS0-d 6 )(5 : 1.29-1. 36(12H.m). 2.68(3H.s). 

3.16-3.24(2H.m). 3. 52-3. 6K4H. m). 3.78(3H.s). 3.92(3H.s), 

4.08C3H.S). 6.88 0H.S). 7.50(lH.s). 8. 54-8. 630H. m). 
9.58-9.70(2H.ra), 11.16(lH.s) 

mmm 8 7 

2- CN- (2, 4, 5- h»jy h + ->^>W;l/) 7; y] - 4- [ [ 2 - 

(N-y h + ^-N-yf-;t,T$ y) x^;u] 7-;*;^i,] -i, 3-^ 
T '/—;!/ 

MS (FAB, m/z) : 425 (MH + ) 

IR(KBr)cn)" 1 : 1657, 1608, 1537. 1263, 1024 

'H-NMRCCDC^ff :2.65(3H,s). 2.87(2H.t), 3. 60(3H. s). 3. 65(2H, q). 
3.93(3H.s). 4.00C3H.S). 4. 12(3H. s). 6. 59(1H, s). 7.59(lH.t), 
7.76(lH.s). 7.78(lH.s). 11.03(lH.s) 

%tm\ 8 s 

2- [N- (2, 4, 5 - h 'J / h '/J Jl) T $ J ] - 4 - [ [ 2 - 

(N-2-y ^i/XfA-N-^V^DfAT;;) xfA] ~7 \ J j] Jlji— 



-54- 



WO 96/36619 



PCTAJP96/01297 



MS(FAB.m/z) : 481 (MH + ) 

IRCKBiOcnT 1 : 1655. 1610. 1549. 1271. 1228, 1016 
•H-NMRCDMSO-d.) d : 1.28(6H.d). 3. 22-3. 35(4H. m). 3.29(3H.s). 

3.67-3.74(5H.m). 3.78(3H.s). 3.93(3H.s). 4.08(3H.s). 6.89(lH.s). 

7.50(lH.s). 7.92(lH.s). 8.72(lH.t). 9. 96(2H. brs). 11.32(lH.s) 

mm 8 9 

2 - [N - ( 2 , 4 . 5 - h »J / h * i/K y >/V )l) T i J ] - 4 - [ [ 2 - 

[N- (2-i?y^7;;^) -N-y^r^y] xf . ;l/] 7 , y3t7;u 

-1, 3-f7V'-^. 2vU-T>^jg 
IR(KBr)cnf 1 : 3322. 1655 

'H-NMRCDMSO-ds) 5 : 2. 40(3H, s). 2.76(6H.s). 2. 83-2. 95C2H. m). 
3.15-3.20(2H.m). 3. 43-3. 46(4H. m). 3. 50(4H. brs). 3.78(3H.s). 
3.93(3H.s). 4.07(3H.s). 6. 12(4H. s). 6.89(lH.s). 7.50(lH.s). 
7.84(lH.s). 8.29(lH,t). 11. 26C1H. s) 

umm 9 0 

2 - [N- (2. 4. 5 - My Y*y<y'JJ)l) 7;7] - 4- [ [2- 
CN- (3. 4-iV h*->"<>;^) -N-^V7Df;l,7;;] x^;U] 7 

IR(KBr)cm"' : 3339. 1671. 1658. 1611 

1 H-NMR(CDCi 3 )<5 : 1.08(6H.d). 2.69(2H.t). 2. 95-3. 05(1H. m). 
3.44(2H.q). 3.59(2H.s). 3.79(3H.s). 3.81(3H.s). 3.93(3H.s). 
3.99(3H.s). 4.02(3H.s). 6.57(lH.s). 6.78(lH.d). 6.92(lH.dd). 
6.98(lH.d>. 7.74(lH.s). 7. 74-7. 79C1H. m). 7.79(lH.s). 11.09(lH.s) 

mmm 9 1 

2 - [N- (2, 4 , 5 — h U y h*->^>/^) y ^ j ] - 4 _ [ [ 2 - 
[N- [2- (3. 4-^n + i/7i-;l) xf;^j -N-^77Df;b7; 
y ] x*;u] y ^ ytui^-A] -1,3 - f77-A • £$g 

IR(KBr)cnT 1 : 3450. 1675. 1600, 1609 
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'H-NMR(DMSO-ds) <5 :1.32(6H, t). 3.07(2H.t). 3. 1 1-3. 40(4H. m). 
3.70-3.80(4H.m). 3.71(3H.s). 3.75(3H,s). 3. 79C3H. s). ! 3. 93C3H. s). 
4.08(3H,s). 6.79-6.93(3H.in). 7.51(lH.s). 7.91(lH,s). 8.77(lH,t). 
10. 52C1H, brs), 11.34(lH.s) 

mmm 9 2 

2- [N- (2-xh + S/-4. 5-^^>^A)7;;]-4- 
[ (2-^>f;i,7;;if^) T$7^7^^r.;H - i, 3 _^ T7 »_ ;l/ 
IR(KBr)cm-' : 3314. 1661, 1611. 1545, 1514 

'H-NMRCCDCi s ) £ : 1.69(3H,t), 2.29(6H.s). 2.53(2H.t). 3.51(2H.q). 
3.93(3H.s). 3.97(3H.s). 4.34(2H.q). 6.58(lH.s). 7. 70(1H. brs). 
7.740H.S). 7.77C1H.S). 11.37(lH.s) 

mmm 9 3 

2- [N- (4, 5-i?y b*f - 2--fy7n£JK>yj ;l) TiJ] - 
4- [ (2-^y^7;;xf^) 7;;*;^] - l, 3 -f7'/-^ 
IR(KBr)cm-' : 3308, 1673. 1661. 1613 

] H-NMR(CDCi 3 )5 :1.56(6H.d). 2.30(6H.s). 2.53(2H.t). 3.52(2H,q). 
3.93(3H.s). 3.96(3H.s). 4. 75-4. 85(1H. m). 6.59(lH.s). 7. 71C1H. brs). 
7.740H.S). 7.750H.S). 11.54(lH.s) 

mmm 9 a 

2- CN- (4. 5-i>xh + y-2-y h + ^^>-/^ A) 7 s y] _ 4 _ 

IR(KBr)cB- :3300. 2980, 2960. 2600. 2500. 1670. 1650. 1600 
'H-NMR(DMS0-de)<5 : 1. 11(12H. d). 1.31(3H.t), 1.38(3H.t). 

2.75-2.85(2H,in), 3. 18-3. 35(2H. m). 3. 35-3. 45(2H. m). 3. 80C2H. brs). 

4.02(2H.q). 4.04(3H.s). 4.20(2H.q). 6.59(2H.s). 6. 85(1H. s). 

7.490H.S). 7.83(lH.s). 8. 37(1H. brs). 11.29(lH.s) 

nmm 9 5 

2- [N- (2 -1y ! JA,**i/- 4 , $->Jt h >J J A) y^y] 

- 5 6 - 
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-4- [ (2-^fA7$;xfA) Ti JXAtf-jH - lf 3 _^ 7>/ _ 
IR(KBr)cm _1 : 3318, 1671. 1647. 1607 

1 H-NMR(CDCi 3 )<5 :2.32C6H.s). 2.54C2H.O. 3.55(2H.q). 3.93(3H.s). 
3.94C3H.S). 5.33C2H.S). 6.65(lH.s). 7.250H. brs). 7. 42-7. 57C5H. m). 
7.720H.S). 7.780H.S). 11.190H.S) 
HJfefcl 9 6 

2 - [N- (2 - t Kd + ->- 4, 5 - i?/ Y*y<y*/<<)1) TiJ] -4 

^ • 2 
MS(FAB,m/z) : 409(MH + ) 
IR(KBr)cnr' : 2976. 1647, 1560, 1269, 1213 
■H-NttCWSO-d.)* :1.23(6H.d). 3. 07(2H. brs). 3. 33(1H, dt), 

3.55~3.62(2H.m). 3.77(3H.s). 3.81(3H.s). 6.89(lH.s). 7.50OH.S). 

7.90C1H.S). 8.64-8. 70C8H.1). 11.80(lH.s). 12. 02(2H, brs) 

mmm 9 7 

2- [N- (2-bFo + ->-4, h + j/^oy-c^) 7$ y] -4 

- [ [2- (N->f*-N-fvro^7S;) i**] 7 5;»A#^] 

- 1 , 3 -f-T'/-;b • 2%ftig 

MS(FAB.m/z) : 423(MH + ) 

IR(KBr)cm~ 1 : 3010. 1662, 1551. 1292. 1213 

1 H-NMR CDMSO-d 6 ) <5 : 1.24C6H, dd). 2.72(3H.d). 3. 07-3. 14(1H. m), 

3.26-3.33(lH,m). 3. 58-3. 65(3H. m). 3.77(3H,s). 3.81(3H,s). 

6.88C1H.S). 7.50OH.S). 7.90(lH.s). 8.7K1H.O. 9. 80C1H. brs), 

11.790H.S). 12. 02C2H, brs) 

mm\ 9 8 

2- [N- C2-t Kn*s/-3, 4-^F + ^>7V^) 7 ; y ] -4 

- [ [2- (N-if^-N^VT-Df^;;) if^] 7;;*A#iA] 

- 1 , 3-f77-A • 2£&i& 
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MS (FAB, m/z) : 437(MH + ) 

IR(KBr)cm"' : 3010. 1660, 1551. 1520, 1292, 1161 
1 H-NMR(DMS0-d 6 )d : 1. 24-1. 3K9H, m). 3. 10-3. 35(4H, m). 
3.59-3.67(3H.m), 3.77(3H,s). 3.82(3H.s). 6.84(lH.s). 7.50(lH.s), 
7.90(lH.s). 8.720H.O. 9. 56(1H. brs). 11.78UH.S), 12. 00C2H. brs) 
111 9 9 

2 - [N- (2- t Ko*-> - 4, 5 -it* hf-isKyy'j ji) y ; y] - 4 

- 1 , 3 -f-yy'-yu • 2mkm. 

MS(FAB,m/z) : 451 (MH + ) 

IR(KBr)cm" 1 : 2980. 1672. 1641. 1600. 1265, 1213 
'H-NMR(DMSO-d 6 )o : 0.93(3H.t). 1.27(6H.d). 1.75(2H.dt). 

2.98-3. 16(3H,nO. 3. 23-3. 30(1H, m). 3. 62-3. 66(3H. m). 3.77(3H.s). 

3.8K3H.S). 6.91C1H.S), 7.49(lH,s). 7.90(lH.s). 8.76(lH.t), 

9.85(lH.brs). 11.79(lH.s). 12. 02(2H, brs) 

nmm 1 0 0 

2 - [N- (4 - h Ko + i/- 2, 5 - 9 J b * i/< > W Jl) T i J ] - 4 

- [ (2 y -1,3 -f-77'-;l • 

IR(KBr)cm"' : 3386. 3291. 1647. 1607. 1527 

'H-NMRCDMSO-de) <5 : 2. 83C6H. s), 3. 24-3. 33(4H. ■). 3. 50-3. 6K2H. m), 
3.80(3H.s). 3.97(3H.s). 6.01(2H,s). 6.74(lH.s). 7.53(lH.s). 
7.87(lH.s). 8.50-8.70(lH.m). 10.30(lH.s). 11.16(lH.s) 
Mt&M 1 0 1 

2 - [N- (4 - t Vn*i/- 2, 5 -iSS h*->^>W;LO T $ J ] - 4 

- [ (2--f77DkVL7; T$ y#A*x;H - i, 3 _^ T7 "_ 

IRCKBr)cm- 1 : 3308. 1674 

'H-NMR(DMS0-d 6 )<5 : 1.24(60). 3. 00-3. 13C2H. m). 3. 26-3. 38C1H. ■). 
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3.56-3.66(2H.m). 3.80(3H.s). 3. 90-4. 10C1H. m). 3. 98C3H. s). 
6.780H.S). 7.52C1H.S). 7.89(lH.s). 8.590H.O. 8. 70-8. 95(2H, br). 
11.220H.S) 

nmm 1 o 2 

2- [N- (4-tKD + ->- 2) 5-^ h*y<y>/Jjl) ri J] -4 

- [ [2- (N-y^-NHvyD t ^7;;) xf^] 7$;*^] 
-1. 3 -f-T '/-;!,. gftjg 

IRCKBr)cra~ 1 : 3200. 1684 

'H-NMRCDMSO-ds) 6:1. 25 (6H. dd). 2.71(3H.d). 3. 01-3. 16(1H. m). 
3.22-3.36C1H.D1). 3. 51-3. 78C3H. m), 3.80(3H.s). 3.98(3H.s). 
3.80-4.00(lH. m ). 6.780H.S). 7.52(lH.s). 7.89(lH.s). 8.66(lH.t). 
10.20-10.30OH.br). 11.22(lH.s) 
Mt&ffl 1 0 3 

2- [N- C4-h Kn*s/-2. 5-s>y f>*->^ >7 v;u) t* -4 

- [ [2- (N-x^-N-^y:7oh'^y ^) x^A] T5y**#iA,] 
-1, 3 -f-T •/-;!/ -ia»ig 

IR(KBr)cm" 1 : 3200, 1675 

'H-NMR(DMS0-d 6 )(5 : 1. 22-1. 31(9H.m). 3. 10-3. 30(4H. m). 
3.60-3.75(3H.m). 3.80(3H.s). 3.98(3H.s). 6.74(lH.s). 7.52(lH.s). 
7.89(lH.s). 8.60-8.70(lH.m). 9. 30-9. 40C1H. br). 10.30(lH,s). 
11. 180H.S) 
Mt&ffl 10 4 

2- [N - (4-t Ko*i/-2. 5-^y 7^] -4 

- C (2-^^77 P ohVUT$yxf-;U) T i J * Jbtf-Jl] - 1, 3-f-y/ 

IR(KBr)cnf 1 : 3570. 3200. 1655. 1603. 1561 
•H-NWRCDMSO-d,)* : 1. 29C12H. d). 3. 10-3. 75(8H. m). 3.80(3H.s). 
3.97(3H.s). 6.03(2H.s). 6.74(lH.s). 7.52(lH.s). 7.89(lH.s). 
8. 56C1H. brs 5 ). 10.32(lH.s). 11.17(lH.s) 



-59- 



WO 96/36619 



PCT/JP96/01297 



nmm 1 o 5 

2- [N- (4-t Ko*S/-2. h + i/^ >7 v;l) 7 ;;] -4 

- [ [2- (N-^V^Dh^-N-n-T'nhVbT;;) xf;b] 7 ;7*^ 

IR(KBr)cm"' : 3400. 3200. 1686. 1665. 1617, 1553 
'H-NMRCDMSO-cU) 5 : 0. 93(3H, t), 1.27(3H.d). 1.28(3H.d), 

I. 73-1.82(2H.m). 3. 00-3. 17(4H. m). 3. 20-3. 35(1H. m), 
3.57-3.78(2H.m). 3.80(3H.s). 3.98(3H.s). 6. 00-6. 30(2H. br). 
6.79UH.S). 7.520H.S). 7.89(lH.s). 8.70OH.O. 10. 20(1H. brs), 

II. 220H.S) 
MtfoM 1 0 6 

2- [N- (5-t KD + S/--2. h*is^>V-(Jl) 7 ; y] -4 

IR(KBr)cm"' : 3650. 3200. 1663. 1541 

'H-NMRCDMSO-ds) (5 : 1.30O2H, d). 3. 19(2H. brs). 3. 33(2H. brs). 
3.56(2H.brs). 3. 68(2H. brs). 3.92(3H.s). 4.04(3H.s). 6.02(2H.s). 
6.84(lH.s). 7.42C1H.S). 7.88(lH.s). 8. 55(1H. brs), 9.150H.S), 
11.220H.S) 

nmm 107 

2- [N- (4, 5-yhKD + i/-2-n + ^>W^) 7;;] - 4 
- [ (2-iSjy?at°JlTi 7ifA) 7;;*^f-^] - 1, 3-f-y/ 

IRCKBrknT 1 : 3400, 1655. 1607 

'H-NMRCDMSO-ds) d : 1.3K6H, d), 1.34(6H.d). 3. 15-3. 18(2H, m), 
3.60-3.75(4H.m). 3.96(3H,s), 6.69(lH,s), 7.44(lH,s). 7.85(lH.d). 
8.66(lH.t). 9.20C1H.S). 9. 70(1H. brs), 10. 10C1H. s). 11.18(lH.s) 

%mm i o 8 

2- [N- (2. 4-yhKo*j/-5-y b*i«> T *y] - 4 
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- [ (2-^y^t';i7;;xH) 7$;**^] - l, 3-^tv* 

'H-NMR(CDCi 3 ) d : 1. 46(12H. d), 1. 84-1. 89C2H.nO. 3. 21-3. 27C2H. m). 
3.65-3.78(2H.m). 3. 92-3. 98C2H. m). 3.94(3H.s). 6.58(lH.s), 
7.540H.S). 7.80C1H.S). 8. 97-9. 05(1 H.01). 10. 79-10. 92C2H. m). 
11.450H.S) 

nmm 1 0 9 

2- CN- (2-T-tr^**^-4, 5-i^ Y*isKyv<)l) 7 =y] 
-4- [ (2-^yyDh^7;;x^) 7$;*^;*] -1, 3-^ 

**«3 8;C*fc2- CN- (4, 5-j;n + J/-2-tKD + W/^) 
T$7] -4- [ (2-^77-D t ^7;;i^) T*y#;i^-,b] - 1, 
3-f77-A.iB|8. 7g«ft*mio. 5«#«CMU 9 0tT3^1 

*£*LT«Kfl:£fti3. 3 3 g£fffc 0 IR$9 1X 0 

'H-NMRCDMSO-ds) <5 : 1. 31 C6H. d), 1.35(6H.d). 3. 19(2H. brs). 
3.59-3.69(4H.m). 3.83(3H.s). 3.87(3H.s). 6. 91 OH. s). 7.42(lH.s). 
7.9K1H.S). 8.44C1H. t). 10. 07C1H. brs). 12.49(lH.s) 
%WS\\ 1 0 

2- [N - (2-?dd-4, 5-yn + -M>^A) T$y] - 4- 
[ (2-^y^7;7xf;b) 7$;*A#;A] -1, 3-f7'/-;i- 2 

•H-NHR(CDCi,)5 :2.27(6H.s), 2. 52-2. 57(2H. m). 3. 51-3. 55C2H. m). 
3.94C3H.S). 3.96(3H.s). 6.93(lH.s). 7.53(lH.s). 7.55(lH.s). 
7.79(lH.s). 10. 50C3H. brs) 

mmm 1 1 1 

2- [N- (2-?ddh, 5-^n + ^>'/^^) 7U] - 4- 
C (2-^77-oh'^7;;xf;b) T*y ;b] - i, 3 _^ 77 _ 

^ • 2i£I£f& 
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, H-NMR(CDC*,)$ : 1.44-1. 53Cl2H.nO. 3. 39-3. 50C2H, id). 
3.48-3.82(4H.m). 3. 71-3. 93(2H. id). 3.95C3H.S). 4. 02C3H. s). 
6.90-7.02(lH.m), 6.96(lH.s). 7.57(lH.s). 8.380H.S). 
9.60-9.75(lH.ra). 10.10 -10. 37UH.ni). 13. 46-13. 68(1H. m) 

mmm 1 1 2 

2- [N- (2-7*n*- 4> 5-i?n*W/-f^)7*;]-4. 

^ • 2i£|£ig 
IRCKBr)^- 1 : 3250. 1690, 1597. 1559 
] H-NMR(DMS0-d 6 )o : 1.31(6H.d), 1.35(6H.d). 3. 17(2H. brs). 

3.50-3.70(4H.m). 3.81(3H.s). 3.85(3H.s). 7.24(lH.s). 7.26(lH.s). 

7.95C1H.S). 8.44(lH.t). 10. 19C2H. brs). 12. 72(1H. brs) 

ni&mi 1 3 

2 - [N - ( 4 , h*is- 2--hv<>>/4 Jl) y ; y j _ 4 _ 

MSCFAB. ra/z) : 480(MH + ) 

IR(KBr)cm-' : 1549. 1523. 1294. 1059 

'H-NMRCCDCf 3 )o :0.98(12H.d). 2.62(2H.t). 2.99(2H.dt). 

3.29(2H.q). 3.97(3H.s). 4.02(3H.s). 6.99(lH.s). 7. 36(1H. brs). 

7.630H.S), 7.74(lH.s) 

nmm 1 1 4 

2- [N- (2-7;;-4, 5 - ^ ^ h * T ; y] _ 4 _ 

C (2-^77ofAT;;xn) T$y - 1, 3-f-yy- 

^ • 2 

'H-NMR(DMS0-d 6 )d : 1. 30-1. 37C12H. m), 3. 18C2H. brs). 
3.60-3.69(4H.m). 3.80(3H.s). 3.81(3H.s), 4. 25-5. 75(4H. m). 
6.82C1H.S). 7.52(lH.s). 7.93(lH.s). 8.50UH.O, 10.15(lH.s) 

mmmi 1 5 
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2 - [N- (4, 5-^n + ^-2-7Ata'<>7V^) 7;;] - 4 - 
[ ( 2 - y-f V^n tA,7 $ ; If A) 7 ; ; * AsK-^] -1, 3-fy/ 

MS (FAB, m/z) : 453(MH + ) 

IR(KBr)cn) -1 . : 1662. 1545, 1354, 1273 

'H-NMR(DMSO-ds) S : 1. 29C12H. d), 3. 19C2H. brs). 3. 55(2H. brs), 
3.67(2H.brs). 3.82(3H,s), 3.86(3H,s). 6.02C2H,s), 7.07(lH.d). 
7.31(lH.d), 7.920H.S), 8. 39(1H. brs). 8. 56(2H. brs). 12.11(lH,s) 

mmm 1 1 6 

2- [N- (4-7;y-2, 5 - it t Y * > TV ;L) y^y] - 4- 
[ (2-^77Dh>7Uif^) T~ - 1, 3-^yy_ 

'H-NMR(DMSO-d 6 )d> : 1. 07-1. 1202H. m). 2.72 -2. 76(2H. m). 
3.17-3.22(2H. m ), 3. 31-3. 42(2H. m). 3.80(3H.s), 3.95(2H.s). 
4.0K3H.S). 5.95(lH.s). 6.59(2H.s). 6.78(lH.s). 7.39(lH.d). 
7.77(lH.d), 8.31-8.33(lH.m), 8.81(lH.s). 11.14(lH.s) 

nmm 1 1 7 

2- [N- (2, 5-i?y A-*)ll)l7 X J<y>J4 } \,) TiJ] 

-4- [ (2-^77-dW7;;x^) T $ y - 1. 3-f- 

'H-NMRCCDCiOff : 1.08Cl2H.d). 1.61(lH.s), 2. 67-2. 72(2H. m). 
3.05-3.12(2H.m). 3. 40-3. 43(2H. m). 3;"95(3H.s). 4. 10(3H. s). 
7.750H.S). 7.82(lH.s). 8.08(lH.s). 8.38(lH,s). 8.55(lH.s). 
11.180H.S) 
Mt&M 1 1 8 

2- [N- (4 -T-trf ;i,y* J - 2, 5 - *J * Y*UKy>fj )i) y ? , ] 
-4- [ (2-^77Dt'^7UxfA) 7^*;^-;b] 

1 H-NMR (DMSO-d B ) 6 : 1. 33-1. 37(12H, m), 2.18(3H.s). 3. 15-3. 17(2H. m). 
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3.56-3.70(4H.m). 3. 89(3H. s). 3. 98C3H. s). 4. 90-5. 20(2H. m). 
7.550H.S). 7.9K1H.S). 8.22C1H.S). 8. 65-8. 73(lH.m). 1 9.50C1H. s). 
10.03OH.S). 11.42C1H, s) 
MMMl 1 9 

2 - CN- (2, 5-^n + i/-4-^hD^>'/-f;| / ) 7 : y ] _ 4 _ 
[ (2-^7yD^7;;if;ii) 7* y - ], 3 _^ y . / _ 

•H-NMRCCDCiOff : 1. 42-1. 54(12H. m). 1.57C2H. s). 3. 20-3. 22C2H. m), 
3.61-3.64(2H.m). 3. 92-4. 01C2H. m). 4.01(3H.s). 4.23(3H.s). 
7.55C1H.S). 7.860H.S), 8.06(lH,s), 9. 10-9. 20(1 H. m). 
11. 20-11. 30(lH.m). 11.46C1H.S) 
ftt&W 1 2 0 

2- CN- (4-7*n^- 2 , 5 - V * h * > '/W ^) 7; y] - 4- 

'H-NMB(CDCi 3) 5 : 1.43C6H, d), 1.53(6H.d), 3. 15-3. 30(2H. m). 
3.50-3.65(2H,m). 3. 90-4. 05(2H.m). 3. 94C3H. s). 4.17(3H.s). 
7.290H.S). 7.8K1H.S). 7.820H.s). 9.07OH. brs). 11.250H. brs). 
11. 40C1H. s) 

nmm 1 2 1 

2- CN- (4-7'n*- 2 -t Kn*S/-5-y F + ^>7VA) 7U] 

-4- [ (2-^yro^7S;xn) 7 5;*wx^] -1. 3-* 

'H-NMRCCDCi 3+5%-CDsOD) <5 : 1. 40-1. 50C12H. ■). 3.28C2H.O. 
3.37-3.75(2H.m). 3.88(2H.t). 3.95(3H.s). 7.37(lH.s). 7. 66C1H. s). 
7. 84 0H.s) 

mmm 122 

2 - CN - (4, 5-^Do-2-y^^>7Vi) 7J y] - 4 _ 
C (2--^77-ofA7UxfA.) 7-;*;^n -i, 3 _^ 7 . / _ 
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'H-NMR(CDC £2)6 : 1. 43(6H, d). 1.52(6H,d). 3. 20(2H. brs). ' 
3.57~3.64(2H,m). 3. 90-4. 00C2H, m). 4.21(3H,s), 7. 17(lH,s). 
7.82(lH.s), 8.35(lH,s). 9. 10C1H. brs). 11.21(lH,s) 

nmm 1 2 3 

2 - CN- (4, 5-i?^DD-2-tKDt^>^^) 7 ; ;]H 

- [ (2-^77Db^7-;x^) T$y*A,#-^] -1, 3-f-yy 

■H-NMRCCDCf,)* :1.45(6H.d). 1.53(6H.d). 3. 32C2H. brs). 3. 66(2H. brs). 
3.96(2H.brs). 7.30OH.8). 7.82(lH.s). 8.22(lH.s). 8. 97(1H. brs), 
10. 49C1H. brs) 

nmm 1 2 a 

2 - [N- (4-7;;-5-?on-2-n + ^>7V^) TiJ] - 

IR(KBr)cn)-' : 3400. 3350. 3220. 1655. 1601 

'H-NMRCCDCi s. »««#ttfreebase#)ff :2.30(8H.s). 2.58C2H.O. 

3.53(2H.q). 4.07(3H.s). 4. 59(2H. brs). 6.850H.S). 7.73(lH.s). 

7.45(lH.brs). 8. 19C1H. s>. 10. 79(1H. s) 
Mt&ffl 1 2 5 

2- [N- (4-7;y-5-^DD-2-n*^>^;0 y$y] - 
4- [ (2-^'^D^75;xfA) T$y**#i*] -1, 3-f-y 
• 2iM&i£ 

'H-NMR(DMS0-d 6 )o : 1. 32-1. 37C12H. m). 3. 10-3. 25(2H. m). 
3.60-3.75(4H.m), 3. 98(3H. s). 4. 77(3H. brs). 6.61(lH.s). 7.80(lH,s). 
7.84C1H.S). 8.70C1H.O. 10.20OH.S). 11.03C1H.S) 

nmm 1 2 6 

2- CN- (4-T-fc*-Ar75y-5-*no-2-y h + i/^>V-f^) T 
^] - 4- [ (2-^77*Dh^7;;x^) 75;»^i*] -1,3 
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'H-NMRCDMSO-ds) <5 : 1.32(6H, d), 1.35(6H.d), 2.19(3H.s). 3. 17C2H. brs). 
3.29(2H.brs). 3. 50-3. 75(2H. m). 3.96(3H.s), 7.84(lH.s). 7.91(lH,s). 
7.92(lH.s). 8. 61 (1H, brs), 9. 65C1H. s). 10. 0K1H. brs). 11.62(lH.s) 

mmm 1 2 7 

2- [N- (2, 4, 5- TiJ] - 4- [ (2- 

[ (2-f7'/'Ji?-f» -f $y] xfA] 7$;*A#iA] -1, 3-^ 
T'/-Jl 

MS(FAB,m/z) : 466(MH + ) 

IRCKBrkm" 1 : 3432, 3289. 1669. 1609. 1545. 1516 
'H-NMR(CDCi 3 ) 6 : 3. 34-3. 39(2H. m). 3. 57-3. 61 (2H. n). 

3.64-3.76(2H.m). 3.89(3H.s). 3. 92-4. 07(5H. ra). 4. 15C3H. s). 

6.60OH.S). 7. 76-7. 81 (3H. id) 

%mm 1 2 8 

2-CN-C2, 4, 5 - h 'J / b^i/^y/^jV) T i J ] - 4 - [ [2 - 
(1 - f $ yy*)Jl) xf^] T ^ - l, 3 -f-T 

MS (FAB, m/z) : 432CMH*) 

IR(KBr)cra-' : 3537, 3424, 3308, 1653, 1611, 1541. 1518 
'H-NMR(CDC £3)6 : 3. 73—3. 79 (2H. m), 3.92(3H,s), 3.99(3H.s). 
4. 13(3H.s). 4.21~4.25(2H,m). 6.59(lH.s). 6. 98-6. 99C1H. m). 
7.31C1H. brs). 7.53(lH.s), 7. 77-7. 79(2H. m). ll.Ol(lH.s) 
111 12 9 

.2- [N- (4 - 7 ; ; - 2 - b Ko*i/ - 5 - X h + M>'/-f A) y$ y] 

-4- [ f;uy$ ;xf;i) r = - i, 3-^ 

7 7-;t/ 

'H-NMRCDMSO-ds) 0 : 0. 91-1. 30(2H. m). 2. 48-2. 51 (2H. m). 
2.55-2.82(2H.in). 2. 98-3. 38(4H. m). 3.76C3H, s). 5.74(lH,s). 
6.57(lH.s). 7.33(lH.s). 7. 66-7. 69(1H, m). 8. 03-8. 50(1H, m), 
8.58-8. 61 (lH.m) 
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mmm 1 3 0 

- 4- [ (2-^V^o^7;;xf;t,) Ti 
3 -f-TV-Jl • 2i&l£f& 

'H-NMR(DMS0-d s )(5 : 1.25-1. S6C12H. n>. 3. 09-3. 22(2H. m). 
3.41-3.56(2H.m). 3.56(lH.s), 3. 51-3. 77(2H. m). 3.88(3H.s). 
7.57C1H.8). 7.890H.S), 8.22C1H. s). 8.38(lH,s). 8. 60-8. 72C1H. m). 
9.37-9.51(lH.m). 10.02(lH,s) 

mmm 1 3 1 

2- [N- (2-^ h*i/- 4 5 ho^>7V^) - 

4- [ (2-^y7 , Df;b7^xfA) T5y*A,#-ArJ -1, 3-f-T 

'/-A • 2^ia 

'H-NMR(DMS0-d 6 ) 6 : 1.30-1. 36(12H.m). 2.67(2H,s). 3.17(2H.s). 
3.57C3H.S). 3.55-3.71(2H.m). 4.05(3H.s). 7.37(lH.s). 7.94(lH.s). 
8.42C1H.S). 8.50-8.61(lH.m). 9. 76-9. 89(1H. m). 12.03(lH.s) 

mmm 1 3 2 

2 - CN- (2, 4 -S>* h*->- 5 Fn^r/-fi) T $ y] - 4 - 
[ (2-v^77'ohVl,T$yi^;U) T$ y - 1, 3-^7./. 

^ ■ im^iM 

'H-NMRCDMSO-de) 5 : 1. 30-1. 36C12H. m). 3.14 -3. 22(2H. m). 
3. 40— 3. 7K4H. m), 4.09(3H.s). 4.13(3H,s). 7. 00C1H. s), 7.92(lH.s), 
8.420H.S). 8.55-8.64(lH.nO. 9. 79-9. 88(1H, m). 11.76(lH.s) 
1 3 3 

2 - [ N — (5 - 7 ; y - 2, A - i? J h i/^< > W Jl) T i J] - A - 

[ (2-^-;^D^75;ifA) t> y^i/tf-^] - i, 3-f 77 - 

^ • 2 J£i?is 

•H-NMR(DMS0-d,)<5 : 1. 30-1. 36(12H,m). 3. 16C2H. s). 3. 29-3. 42(4H. m). 
3.52-3.73(2H.m). 4.05(3H.s). 4.11(SH.s). 7. 01 OH. s). 7.91(lH.s). 
7.97UH.S). 8. 62-8. 71 (1H. m). 9. 77-9. 89(2H. m). 11.43(lH.s) 
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m&m 1 3 4 

2 - [N- (5--t;K^7U-2, / Y^-y^yj'-oi) t i y] 

7 '/—Jl • Jg^fg 
'H-NMR(DMSO-d 6 ) 5 : 1. 30-1. 36(12H. m), 3. 10-3. 23(2H. m), 
3.54-3.75(4H.m). 4.01(3H,s). 4. 08C3H, s). 6.92(lH.s). 7.89(lH.s). 
8.28(lH.s). 8.64-8.68(lH.m). 8.72(lH.s). 9.70(lH.s), 
9. 69-9.80(lH.m). 11.35(lH,s) 

mm 1 3 5 

2- [N- (5-T-tr^;bTiy-2, 4-^n + ^>'/>f^) Tiy] 
-4- [ (2-^7ynh^7;;xf^) T i J jj JltfsLJl,'} 
7'/-i 

'H-NMR(CDCi?,)d : 1.02-1. 14C12H. m). 2.19(3H.s). 2. 62-2. 78(2H. in). 
3.01-3.18(2H.m), 3. 37-3. 49(2H, m), 3.98(3H,s). 4.09(3H,s). 
6.54C1H.S). 7.40UH.S). 7. 61-7. 72(2H, m). 9.04(lH.s). 10.89(lH.s) 

mmrn 1 3 6 

2- [N- (4-y h + ^-3--hnA: >7 V;b) 7U] - 4- [(2- 

'H-NMRCCDCi 3 ) 5 : 1. 30— 1. 36G2H. m). 3. 19C2H. brs). 3.54(lH.d), 
3.60-3.70(4H.m). 4.04(3H.s), 4. 30OH, brs). 7.92(lH.s). 

8.33-8.37(lH.m). 8.47C1H. brs). 8. 67-8. 71(1H. m). 9. 91 (1H. brs) 
§t«J 1 3 7 

2- CN- (3-T5y-4-y h + ^-OW^) 7U] - 4- [ ( 2 - 
>>W 7 7°n t'AT ^ ;xfi) T ~ J jjjltf^ji] - j , 3 _^ 77 -_ ;L/ . 2 

'H-NMR(DMS0-d,)5 : 1. 30-1. 36(12H. m). 3. 19C2H. brs). 
3.60~3.75(4H.m). 3.94(3H.s), 4. 70C3H. brs). 7. 17C1H. d). 7.76(lH.s). 
7.86(lH.d). 7.9K1H.S). 8.41(lH.t), 9. 94C1H. brs). 12. 60(1H. s) 
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nmm 1 3 8 

2- [N- (3-^;;b7;;-4-^ F + ^>7V;i,)'7;;] - 4- 
[ (2-^77D^7UxfA) 7S;*A#iA] - 1, 3-f-y/- 

'H-NMR(DMS0-d 6 )<5 : 0. 98-1. 05O2H. m). 2. 49-2. 51(2H.m), 2. 99(2H. brs). 
3. 20—3. 40C2H. m). 3.95(3H.s). 7. 21 (1H, d), 7.750H.S). 7.78(lH.s). 
7. 91C1H. dd). 8.35(lH.d). 8.85(lH.d), 9.81(lH.s), 12. 52C1H. brs) 

mmm 1 3 9 

2- [N- (3-7twj;-4-y h*^>y>otO tzji -4- 

[ (2-^y^Dtfj|,75;xfA) 7;;*A#iA] - 1. 3-f7'/- 

'H-NMR(DMSO-ds) 6 : 1.30-1. 36(12H,m). 2.12(3H.s), 3. 17C2H. brs). 
3.60-3.75(4H.m). 3.93(3H.s). 7. 21 OH. d). 7. 89-7. 93C1H. m). 
7.90OH.S). 8. 41 OH. t). 8.66(lH.s), 9.31(lH.s). 9.740H. brs). 
12. 60C1H. s) 
SSttflJ 1 4 0 

2 - [N- (3-^F + ->-4--hD<>'/>f^) 7 j;] _ 4 _ [ ( 2 — 
^-rvyu^Tjyxw 7U*^t'-^] -1, 3 -*y 

'H-NMR(DMSO-ds) d : 1. 32(12H. brs). 3. 19C2H. brs). 3. 64(4H. brs), 
4.04C3H.S). 7.72(lH.d). 7. 98-8. 05(2H. ■). 8.40(lH.s). 9.70C1H. brs). 
13. 15C2H. brs) 

^mm 1 4 1 

2 - [N- (4-7;;-3-n + ^>7V^) 7 ? j ] _ 4 _ ,- (2 _ 
^7^DfA7;;xfA) T$y*;Usf?^] - 1, 3 -f-y '/-;!,. 2£ 

'H-NMR(DMS0-d«)5 : 1. 30-1. 37C12H. m). 3. 17C2H. brs). 3.60 -3. 90(4H. ■). 
3.90C3H.S). 5.63(3H.brs). 6.9lClH.d). 7.61(lH.d). 7. 67(1H. s). 
7.89C1H.S). 8. 44C1H. brs). 10. 15(1H. brs). 12. 40(1H. brs) 
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H»J 1 4 2 

2 - [N- (4-*A;*7;;-3-y h^ri/^y/J AO' 7;7] - 4 - 

[ (2-^vrD^7$;if*) TS;*;^iA] - l, 3-^77*- 

'H-NMRCDMSO-ds) 5 : 1. 01 — 1. 08C12H, m). 2.61(2H,t). 3. 00-3. 20(2H. m). 
3.29(2H,q), 3.40(2H.brs). 3.97(3H.s). 6.58(lH.s). 7.74(lH,d), 
7.80OH,d). 7.82(lH,s). 7.950H.t), 8.37(lH,d). 8.38(lH,s), 
9. 98C1H. s) 

nmm 1 a 3 

2- [N- v-3-y h + fOWAO TSy] -4- 

'H-NMR(DMS0-d 6 )o : 1.30-1. 37(12H.m). 2. 15C3H. s). 3. 19(2H. brs). 
3.47(lH,brs), 3. 55-3. 70(4H. m). 3.96(3H.s). 7.58(lH.d). 7.69(lH,d), 
7.86(lH.s). 8.24(lH.d). 8.43(lH.t), 9.37(lH.s). 9. 96C1H. brs) 

mm 144 

2- [N- (4-7;;-2-n*^>7-T^)7;;] - 4- [ (2- 
^-rV^nt^LT^yi^^) 7; y#A*^] -1, 3 -f- r /_ ;1/ 
'H-NMR(CDC^ 3 )d : 1.07C12H. d). 2. 67-2. 71 (2H. oi). 
3.03-3.13(2H.m). 3. 37-3. 44(2H. m). 4.04(3H.s). 4.21(2H.s). 
6.24-6.26(lH.m). 6. 38-6. 42(1H. m). 7. 67-7. 760H. m). 7.69(lH.s). 
8.07-8. 11(1 H.m). 10. 90 OH, s) 
^JSflJ 1 4 5 

2 - [N- (4 -*)li)VT ;;-2->h*i/ / ^7-/A) 7i;] - 4 - 

■H-NMR(CDC^ 3 )<5 : 1. 08Q2H. d). 2. 68-2. 73(2H. m). 
3.03-3.14(2H.in). 3. 36-3. 45(2H. m), 4.13(3H.s). 6. 86-6. 90(1H. m). 
7.69-7.74(3H.m\ 8. 01 OH. s). 8. 24-8. 29(1H, m). 8.48(lH.s). 
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11.02OH. s) 
HJI^J 14 6 

2- [N- (4-T-tr^;bT=- y-2-/- h + -><>W^) T$y] -4- 
^ • 2 i&^i* 

'H-NMRCDMSO-ds) <5 : 1.24-1. 46(12H.m). 2.11(3H.s). 3.17(2H.s). 
3.57-4.03(6H.m). 3.99(3H.s), 7. 29-7. 330H. m). 7. 68C1H. s). 
7.87-7.90(2H,nO, 8. 60-8. 650H. m). 9.67(2H.s). 10.45UH.s). 
11.36UH.S) 

umm 1 4 7 

2- [N- (3, A-i?/ h*^>7V;l) y^y] - 4- [ X _ 
/^y^y) f^>j^-^] ^7;^:-^- lf 3 - f7 .;_ ;1/ 
MSCFAB. m/z) : 419(MH + ) 
IRCKBr)cm~ 1 : 1655, 1601. 1549. 1516. 1269 

■H-NMRCCDC i 3 ) 6 : 1.41-1. 56(2H.m). 1. 75-1. 95(2H. m). 2.30(6H.s). 
2.38-2.47(lH.ni). 2. 60-3. 15(2H. m). 3.96(3H.s). 3.97(3H.s). 
4.25-4.70(2H.m). 6.96(lH.d). 7.43(lH.s). 7. 48-7. 56(2H. 01). 
9. 60C1H. brs) 

umm 1 4 8 

2 - [N- (3, 4--?n + ^V , ;^l)7;y] - 4- [1- (4-^ 

IR(KBr)cn)-' : 3084. 1655. 1601. 1547 

] H-NMR(CDCf 3 ) 6 : 2. 30(3H, s). 2. 40(4H. brs). 3. 74(4H. brs). 

3.95(3H.s). 3.96(3H.s). 6.94(lH.d). 7.47(lH.s). 7.51(lH.dd). 

7.56C1H. d). 10.00C1H. brs) 

%tm\ 1 4 9 

2 - [N- (2. 4, 5-h'Jn*M>7-f*) 7U] -4 - [[(2 
-^y^;UT^y- 1 -y^) x^;u] 7;y*;W-A] - 1, 3-f-yy 
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MS(EI,m/z) : 422(M + ) 

IR(KBr)cra _1 : 3289, 1711. 1665. 1610 

'H-NMRCDMSO-ds) 6 : 1. 22(3H. d). 2.81(6H.s). 3. 08-3. 40(2H. m). 
3.79C3H.S). 3.93(3H.s). 4.08(3H.s). 4. 44-4. 48(1H. m), 6.01(2H.s). 
6.880H.S). 7.5K1H.S). 7.89(lH.s). 8.33(lH.d). 8. 70-9. 50(1H. br). 
11.24C1H.S). 

nmm 1 5 0 

2- [N- (2, 4, 5 - h >J y h*<><y ; S4)l) Tl J] - 4 - [ (4 _ 
i?S?JlTi J 7i^) JtJltf-fr] -1, z-f-ry'-ji 
MSCFAB. ra/z) : 456(MH + ) 
IRCKBr)cnf 1 : 3335. 1659. 1640. 1609. 1516 

'H-NMRCCDCi 3 ) 6 : 2. 95(6H, s). 3. 93C3H. s). 4. 00(3H. s). 4.17(3H.s). 
6.6K1H.S). 6.76(2H.d). 7.58(2H.d). 7.83(lH.s). 7.84(lH.s). 
8.87(lH.brs). 11. 06(1H. brs) 

nmm 1 5 1 

2- [N- (2, 4. 5- Hjy h*i"<>>J>(jl) ri Jl -4- [ [4- 
(1 -^At^-J^l) ] 7 5;*A#iA] - 1. 3-f-TV-;u 
MSCFAB. m/z) : 435 (MH + ) 
IRCKBrknr 1 : 3519, 3357, 1655, 1611, 1538 

'H-NMRCCDC £ 3 ) 6 : 1.61-1. 75(2H.m). 2. 03-2. 24C5H. m). 2.34(3H.s), 
2.87-2.92C2H.H,), 3.93(3H.s). 3.99(3H.s). 4.15(3H.s). 6. 60OH, s). 
7.08(lH.brd). 7.76(lH.s). 7.78(lH.s). 11. 03C1H. brs) 

nmm 152 

2 - [N - ( 2 , 4 , 5-F'jn + -><>'/^^) 7;;] - 4- [[[2 
- (1 -^;ue^»j^-;iO ] y t~ y - i, 3 -^y/ 

MSCFAB. m/z) : 449CMH + ) 

IRCKBr)cm"' : 3185, 1665. 1607. 1551 

'H-NMRCDMSO-de) 6 :i. 79-1. 98C6H, m). 2. 80-2. 83C3H, m), 
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3.05-3.55(4H.m), 3.79(3H.s). 3. 93C3H. s). 4.10(3H.d). 4.42C1H. brs). 
6.880H.8). 7.50OH.d). 7.89(lH.d). 8.39C0.5H. d). 8. 69(0. 5H. d). 
10. 98(0. 5H. brs). 11. 30(0. 5H. brs). 11. 38C2H. brs) 

nmm 1 5 3 

2- [N- (4, h + i/-2-h Kn + ^>'/-f^) 7: y] _ 4 

- C (2-^yro^75;xf*) **S/*^#iAr] - i, 3-f-TV 

— ^ • tsi§?i|| 

IR(KBr)cm-' : 3185. 1665. 1607, 1551 

'H-NIOKDMSO-d.)* : 1. 23-1. 42(12H. m). 3. 28-3. 48(2H. m). 
3. 65-3. 71 (2H. m), 3.78(3H.s). 3. 82C3H. s). 4. 52-4. 63(2H. m), 
6.70OH.S). 7.60OH.S). 8.18(lH.s). 9.84(lH.s). 11. 91-11. 98(lH.m). 
12. 28(1H. s) 

mmm 1 5 a 

2 - [N- (2-n + i/-3, 4 -yf'Jf>^t + ^>^;l,) T ~ y] 
-4- [ (2-^V^Dt^7;;xf;b) T$y*^sK-^] - 1. 3-f- 
T '/-;!/ • 7K>|jg 

IR(KBr)cm~' : 3250. 1653. 1541 

'H-NMR(DMS0-d 6 )<5 : 1. 30O2H. d). 3. 10-3. 25(2H. «n). 3. 50-3. 72(4H. id). 
3.99C8H.S). 6.03C2H.S). 6.13(2H.s). 7.09OH.S). 7.41(lH.s). 
7.890H.S). 8. 52C1H. brs). 8. 60(2H. brs). 11. 34 (1H. s) 

nmm 155 

2- [N- [2- (2-^yf;b7;;xf^ 7 ;;) -4. + 

^'^^ - 4- [ (2-y^f^7i;x^) 7*;*A#i*] 

- 1 . 3-f77-^ • 3igitfg 
IR(KBr)cm-' : 3030. 1655. 1560. 1538 
'H-NMR(DMS0-d 6 )5 : 2. 70-2. 90(12H. m). 3. 20-3. 30(4H. m). 
3.60-3.75(4H,m). 3.78(3H.s). 3.91(3H.s). 6. 10(3H. brs). 6.46(lH.s). 
7.58C1H.S). 7.93C1H.S). 8.32(lH.t). 10. 40(1H. brs). 10. 90C1H. brs) 

%mm 1 5 6 
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2- CN- T;;]-4-[(2-^-;y D f;b 

'H-NMRCDMSO-ds) d : 1. 81 (6H. d), 1.34(6H.d). 3. 20(2H. brs), 
S. 60—3. 68C4H. ■>. 7.88C1H. dd). 7.99(lH.s). 8. 48-8. 52C2H. m). 
8.940H.dd), 9.630H.S). 1S.210H. s) 

mmm 1 5 7 

2- [N- (3 -T 5 y 7§;]-4-[ 
7 ^^*) -1, 3-f7-/-;b 

'H-NMRCDMSO-ds) 6 : 0. 98(12H, d), 2.5K2H. brs). 2. 99C2H. brs). 
3.20-3.40C2H. m ). 5.37(2H.s). 6. 78-6. 820 H. m). 7. 14-7. 22C3H. i). 
7.78ClH.s), 7.82(lH.brs). 12. 43(1H, s) 

^mm 1 5 8 

2- [N- (3-tWKA7;^>yV;0 7 s y ] - 4 - [ ( 2 - y 
ra^7S;xH)7;;*A^] -1, 3-f-T*/-* 
'H-NMRCDMSO-ds) 5 : 0. 99C12H. d). 2. 56(2H. brs). 3. 00C2H. brs). 
3.15-3.35(2H.m). 7.50(lH.d). 7. 70-7. 91(4H.m). 8.25(lH.s). 
8.340H.S). 10. 40C1H. brs). 12. 70C1H. brs) 

mmm 1 5 9 

2- [N- (3-T-bf-;UT$y<>vV^) 7U] -4 - [(2-^7 
rD^7;;iH)7;;H^]-l, 3-f77-^ 
■H-NMRCDMSO-ds) 8 : 1.30(6H.d). 1.33(6H.d). 2.09(3H.s). 
3.10-3.25C2H.m). 3.60-3.75(4H.m). 7.47(lH.dd). 7. 73-7. 80C2H. m). 
7.93C1H.S). 8.42C1H.O. 9. 48C1H. brs). 10.22OH.S). 12. 71 OH. s) 

nmm 1 6 o 

2- [N- T~ y] -4- [ (2-^77"of;l 

7;;ifA)7;;*;^-A] -1, 3 - f-T A- . Jftftjg 

'H-NMRCDMSO-ds) o : 1,23-1. 41 (12H.m). 3.20C2H.S). 3. 51-3. 74C4H, m). 
8.00C1H.S). 8.26-8.51C5H.U1). 9. 53-9. 76C1H. m). 13.17(lH.s) 
$k1fam 16 1 
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2- [N- (4-T$y^>'/-f;u) y^y] -4- [ ( 2 -^ 7 ^ D ^ 

'H-NMRCDMSO-ds) <5 : 1.25-1. 47(12H,m). 2.89(2H.s). 3. 42-3. 75(4H. m). 
4.90-5.98(4H.m), 6. 87-6. 94(2H. m). 7.89(lH.s). 7. 89-7. 98(2H. m), 
8.41-8.63(lH.m), 10. 13C2H. s). 12.43(lH,s) 

nt&m 1 6 2 

2 - [N - (4-^;^7;^>7V;l/) 7;y] - 4 - [ ( 2 - y 
7uhf;L7;;if;b) 7;;*;i,t:-A] -1, 3-^7-/-^ 
'H-NMR(DMSO-ds) 5 : 0. 99(6H. d), 1.01(6H.d). 2. 15-2. 30 (2H. in), 
2.54(2H.brs). 2. 99(2H. brs), 7.74(lH.d). 7. 84(1H. brs). 7.89(2H.s). 
8.06-8.09(2H,m), 8.36(lH.d). 10.54(lH.s), 12. 57(1H. brs) 

mmm 1 6 3 

2- [N- (4-T*?JlTi;<yy'j)\ / ) -4- [ (2-i^y 

7°u tVUT ^ 7if;b) 7;7*tol/] -l, 3-f7 7-;l, 
'H-NMRCDMSO-ds) 5 :0. 99(6H. d). 1.03(6H,d). 2.09(3H.s). 2. 5K2H. brs), 
2.99(2H,brs). 3. 15-3. 30(2H. m). 7.73(lH.d). 7.79(2H.s). 7. 84(1H. brs). 
8.03—8. 07C2H. ra). 10. 280H. s), 12. 53C1H. brs) 

^t&m 1 6 4 

2- [N- (5-t>;^;l7;;-2-bKD + i/-4-y h^A^w^) 
T$.y] - 4- [ (2 -iM 77d hVUT $ J )l) T$ - 1, 

3 -f-TV-A 

! H-NMR(DMS0-d s )5 : 1.08(6H,d), 1.10(6H.d). 2. 50-2. 54(2H. m). 
2.93-3.02(2H.m), 3. 10-3. 25(2H. m). 3.75(3H,s), 6.28(lH,s). 
7.37(lH.s). 7.98(lH.s), 8.04OH, t). 8.09(lH.s). 8.17(lH.s). 
8.77(lH.s). 9. 17(lH.s) 

mmm 1 6 5 

2 - [N- (5-7;y-2-hFD + -/H-n^^>y'^;0 7^] 
-4 - [ (2-y^fV7Dh^7;;xfA) T $ y # ;l< *x,l,] -1, 3-^ 
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'H-NMRCDMSO-de) 6 : 1.20O2H. d). 3. 05-3. 25(2H. m). 3. 30-3. 50(2H, m). 
3.61(2H.brs). 3.70(3H.s), 4.350H. brs). 6. 66C1H, s), 71290H. s). 
7.820H.S), 8.66C1H.O. 9. 43(2H. brs), 11. 750H. brs) 

mmm 1 6 6 

2- [N- (5-7tfA7;;-2-hKo + >>-4-y h + S"O7*A0 
Tin -A- [ (2-^V7 , Dt^7;yx^) 7;;*;^] - 1( 
3 -f7-;-A • ffiHig 

'H-NMRCDMSO-de) ff : 1.30(6H.d). 1.32(6H.d). 2.06(3H.s). 3. 17(2H. brs). 
3.50-3.75(4H.m), 3.87(3H.s). 6.83(lH.s). 7. 880H. s). 8. 42(1H. s). 
8.70(lH.t). 9.150H.S). 9.22(lH.brs). 11. 60(1H. brs). 12. 150H. brs) 

%tm\ 1 6 7 

2- [N- (4, 5-^n + ^-2-hKn + ^>7V^) -N-^;b 
T^y] - 4- [ (2-^V^Df;l,7;;x^) 7S;*A*iA] -1, 
3 - f7'/-;l 

'H-MB(CDCi,)ff : 1.26— 1.62C12H. m), 3.14 -3. 22(2H. m), 
3.44-3.69(4H.n>). 3.85(3H,s). 3.92(3H.s). 4. 04C3H. s). 
6.58-6.62(lH.m). 6.93(lH.s). 7.83(lH.s). 9.29(lH.s). 
11. 15-11. 41(lH.m) 
16 8 

2- [N- (4, h + ^-2-t'KD + ^>7-f;l/) y] -4 

- [ [N- (2-^77Db^7;;x^) -N-***] 7*y*;t,#- 
'10 -1, 3-f7 , /-;l / -7M>||£ 

'H-NMR(DMSO-de) (5 : 1.20-1. 40(12H.m). 2.50(3H,s). 3. 26(2H. brs). 
3.40(2H.brs). 3. 60-3. 75(4H. m). 3.77(3H.s), 3.83(3H.s). 6.62(2H.s). 
7.5K1H.S). 7.560H.S). 7. 71 (1H. brs), 8. 70(1H. brs). 12. 10UH, brs) 

mmm 1 6 9 

2 - [N- (2, 5 -Z?t Kn*->- 4 h + ->A:> 7 '^ ;[/ ) 7 J y ] _ 4 

- [ (2-^^77"DfA7Uxf^) 7 5 y - 1, 3-f-yy 
-A ■ 2i£i?i& 
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IR(KBr)cn)" 1 : 3325. 1665, 1609, 1559 

l H-NMR(DMS0-d 6 )tf : 1.31(6H.d). 1. 34C6H, d). 3. 15(2H. brs)', 

3.50-3.70(4H,id), 3.77(3H.s). 6. 00(2H. brs). 6.77(lH.s). 7.47(lH,s). 

7.870H.S). 8. 71C1H. brs). 9.740H. brs). 11. 50-11. 80(2H. m) 

nmm 1 i o 

2- [N- (2-n + i/-4--hD^>'/-f;P) 7*;] - 4- [ ( 2 — 

^•^oW7;;iH)7;;*H:^] -1, 3-f7"/-;l 
•H-NHRCCDCf i)5 : 1.08(12H.d). 2. 63-2. 76(2H. m). 
2.98-3.18(2H.m), 3.39-3.53(2H.m). 4.25(3H.s). 7.72(lH.s). 
7.8K1H.8). 7.94-7.970H.B). 8. 01-8. 04(1H. m). 8. 50-8. 53(1H. m). 
10. 95(1H. s) 
Hifefll 1 7 1 

2- [N- (5-^OD-4-t^;;l7;;-2-^ r *S"O7-0l0 y 
5y] -4- [ (2-^77Dh';b7;;x^) T i J ij - 1, 

3-f7'/-A 

'H-NMR(DMSO-d s )d : l. 00-1. 20C12H, m). 2. 93C2H. brs). 
3.20-3.50(4H.m). 3.97(3H.s). 7.88(lH.s). 7.90(lH,s). 8.25(lH.s). 
8. 35C1H. brs). 8.47(lH.s). 10.18(lH.s). 11. 62C1H. s) 

mmm 1 i 2 

2- CN- (3--ho^>^A) 7U] - 4- [ (2-^/f;b 7 ;; 
xf-;u) 7 y# A, -j, 3 -f-7 7-;U • fflgig 
1 H-NMR(DMSO-d 6 ) 5 :2.55(6H.s). 3. 24-3. 29C2H. m). 3. 56-3. 71(2H, m). 
7.87(lH.s). 8.03OH.S). 8.42(lH.s). 8. 47-8. 53(2H. m). 8.94(lH.dd). 
10. 30C2H. brs) 

mm 1 - 6 Rvmmm 1-172 Tfi*ntz<t4®<D®&^RVM*zft® 
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DESCRIPTION 

AMINOTHIAZOLE DERIVATIVE, MEDICAMENT CONTAINING THE SAME, 
AND INTERMEDIATE FOR PREPARATION OF SAID COMPOUND 



W096/36619 
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Technical Field 

The present invention relates to a novel aminothiazole 
derivative having improving effects on the dysmotility in 
the gastrointestinal tract, a medicament containing the de- 
rivative and an intermediate for preparing said compound. 



Background Art 

As a therapeutic agent for gastrointestinal dysmotil- 
ity, dopamine antagonists such as domperidone and metoclo- 
pramide, opioate agonists such as trimebutine maleate, 5- 
HT 3 antagonists/5-HT< agonists such as cisapride, acetyl- 
choline agonists such as acetylcholine chloride and the 
like have conventionally been provided for clinical use. 
In addition to them, a number of prokinetics have been 
studied with a view to treating gastrointestinal dysmotil- 
ity (Japanese Patent Applications Laid-Open Nos. HE I 1- 
313424, HE I 3-163074 and HE I 4-279581) . These agents, how- 
ever, do not always bring about sufficient effects for the 
improvement of dysmotility. There is a potential problem 
that side effects may possibly occur owing to the acting 
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mechanism of the agent even if it has sufficient effects. 
So, the above-described agents are not completely satisfac- 
tory. Accordingly, there is a demand for the development 
of a medicament having excellent improving effects on gas- 
trointestinal dysmotility and having less side effects. 

Disclosure of the Invention 

With the forgoing in view, the present inventors have 
carried out an extensive investigation. As a result, it 
has been found that a specific aminothiazole derivative has 
excellent improving effects on gastrointestinal dysmotility 
and also has less side effects, leading to the completion 
of the present invention. 

The present invention therefore provides an aminothia- 
zole derivative represented by the following formula (I): 




wherein R 1 , R 2 and R 3 are the same or different and each in- 
dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group, a mono- or di- (lower alkyl) amino group, a mono- or 
di- (lower alkyl) carbonylamino group, a formylamino group, a 
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mono- or di- (lower alkyl) aminoalkyl amino group, or R 1 and 
R 2 may be coupled together to form a methylenedioxy group; 
R 4 represents a hydrogen atom or a lower alkyl group; R 5 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; A represents a group represented by the following 
formula: 




wherein R 6 and R 7 are the same or different and each inde- 
pendently represents a hydrogen atom, a lower alkyl group, 
a lower alkoxy group, a hydroxy (lower alkyl) group, a car- 
boxy (lower alkyl) group, a (lower alkoxy) carbonyl (lower al- 
kyl) group, a lower alkoxyalkyl group, a mono- or di- (lower 
alkyl) aminoalkyl group, a phenylalkyl group which may be 
substituted with one or two lower alkoxy groups on the ben- 
zene ring, a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by a lower al- 
kyl group, or R 6 and R 7 , together with an adjacent nitrogen 
atom, form a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by an oxo group 
(0=) or 1 to 3 lower alkyl or hydroxy (lower alkyl) groups, 
or a group represented by the following formula: 
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R 8 

-N< 

R 

wherein R 8 and R 9 are the same or different and each inde- 
pendently represents an amino group, a mono- or di- (lower 
alkyl) amino group, a mercapto group or a lower alkylthio 
group, or R 8 and R 9 , together with the adjacent carbon atom, 
form a nitrogen-containing heterocyclic group; and B repre- 
sents an imino group which may be substituted by a lower 
alkyl group or an oxygen atom; and m stands for an integer 
of 0 to 4; B-(CH 2 ) m -A may form a piperidinyl, branched al- 
kylamino or phenylamino group which may be substituted by a 
mono- or di- (lower alkyl) amino group, or a piperazinyl, 
piperidinylamino or piperidinylalkylamino group which may 
be substituted by a lower alkyl group, or a salt thereof. 

The present invention also provides a medicament com- 
prising as an effective ingredient the above-described ami- 
nothiazole derivative (I) or salt thereof. 

The present invention further provides a pharmaceuti- 
cal composition comprising the above-described aminothia- 
zole derivative (I) or salt thereof and a pharmaceutical ly- 
acceptable carrier. 

The present invention still further provides the use 
of the above-described aminothiazole derivative (I) or salt 
thereof as a medicament. 
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The present invention still further provides a preven- 
tion and treatment method for the diseases caused by diges- 
tive dyskinesia, which comprises administering an effective 
amount of the above-described aminothiazole derivative (I) 
or salt thereof to a patient. 

The present invention still further provides a thia- 
zole derivative represented by the following formula (II) : 



wherein R 1 , R 2 , R 3 , R 4 and R 5 have the same meanings as de- 
fined above, and D represents a hydroxy or a lower alkoxy 
group or salt thereof which is useful as an intermediate 
for the preparation of the invention compound (I) . 

Best Modes for Carrying Out the Invention 

The term "lower" as used herein means a linear, 
branched or cyclic carbon chain having 1 to 6 carbon atoms. 

Accordingly, examples of the "lower alkyl group" in- 
clude linear, branched or cyclic alkyl groups having 1 to 6 
carbon atoms (which may hereinafter be abbreviated as "Ci- 6 
alkyl") such as methyl, ethyl, propyl, isopropyl, cyclopro- 
pyl, butyl, isobutyl, sec-butyl, tert-butyl, cyclobutyl, 
pentyl, 1-methylbutyl, 2-methylbutyl, isopentyl, tert- 
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pentyl, 1, 2-dimethylpropyl, neopentyl, 1-ethylpropyl, cy- 
clopentyl, hexyl, 1-methylpentyl, 2-methylpentyl, 3- 
methylpentyl, isohexyl, 1-ethylbutyl, 2-ethylbutyl/ 1,1- 
dimethylbutyl, 1, 2-dimethylbutyl, 1, 3-dimethylbutyl, 2,2- 
dimethylbutyl, 2, 3-dimethylbutyl/ 3, 3-dimethylbutyl, 1- 
methyl-l-ethylpropyl, l-ethyl-2-methylpropyl, 1/1/2- 
trimethylpropyl/ 1, 2, 2-trimethylpropyl and cyclohexyl. 
Among them, preferred are linear or branched C1-4 alkyl 
groups . 

Examples of the "lower alkoxy group" include linear, 
branched or cyclic alkoxy groups having 1 to 6 carbon atoms 
(which may hereinafter be abbreviated as "Ci- 6 alkoxy") such 
as methoxy, ethoxy, propoxy, cyclopropoxy/ isopropoxy, bu- 
toxy, isobutoxy, sec-butoxy, tert-butoxy, cyclobutoxy, pen- 
tyloxy, 1-methylbutoxy, 2-methylbutoxy, isopentyloxy, tert- 
pentyloxy, 1, 2-dimethylpropoxy/ neopentyloxy, 1-ethyl- 
propoxy/ cyclopentyloxy, hexyloxy, 1-methylpentyloxy, 2- 
methylpentyloxy, 3-methylpentyloxy, isohexyloxy, 1- 
ethylbutoxy/ 2-ethylbutoxy, 1/ 1-dimethylbutoxy, 1,2- 
dime thylbutoxy / 1 ; 3-dimethylbutoxy/ 2 / 2-dimethylbutoxy, 
2/ 3-dimethylbutoxy, 3, 3-dimethylbutoxy, 1-methyl-l- 
ethylpropoxy/ l-ethyl-2-methylpropoxy, 1, 1, 2-trimethyl- 
propoxy, 1,2,2-trimethylpropoxy and cyclohexyloxy . Among 
them, preferred are linear or branched C1-4 alkoxy groups. 



Translation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uk 



- 7 - 

The term "halogen atom" as used herein means a fluo- 
rine, chlorine, bromine or iodine atom. 

The term "lower alkylcarbonyl group" means a linear, 
branched or cyclic C 2 - 7 alkylcarbonyl group, while the term 
"lower alkylcarbonyloxy group" means a linear, branched or 
cyclic C 2 - 7 alkylcarbonyloxy group. Here, those exemplified 
above as the "lower alkyl group" can also be given as the 
examples of the lower alkyl portion of the lower alkylcar- 
bonyl or lower alkylcarbonyloxy group. Preferred examples 
of the alkylcarbonyl group include acetyl, propionyl, bu- 
tyryl and valeryl groups, while preferred examples of the 
alkylcarbonyloxy group include acetyloxy, propionyloxy, bu- 
tyryloxy and valeryloxy groups. 

The term "hydroxy (lower alkyl) group" means a linear, 
branched or cyclic Ci- 6 hydroxyalkyl group. Examples in- 
clude hydroxymethyl, 1-hydroxyethyl, 2-hydroxyethyl, 1- 
hydroxypropyl, 2-hydroxypropyl, 3-hydroxypropyl, 1 -hydroxy- 
2-methylethyl, 1-hydroxycyclopropyl, 2-hydroxycyclopropyl, 
1-hydroxybutyl, 2-hydroxybutyl, 3-hydroxybutyl, 4-hydroxy- 
butyl, 2-hydroxy-2-methylpropyl, l-hydroxy-2, 2-dimethyl- 
ethyl, 1-hydroxy-l, 2-dimethylethyl, 1-hydroxypentyl, 2- 
hydroxypent yl , 3 -hydroxypent yl , 4 -hydroxypentyl , 5-hydroxy- 
pentyl, 2-hydroxy-2-methylbutyl, 3-hydroxy-2-methylbutyl, 
4-hydroxy-2-methylbutyl, 2 -hydroxy- 3-methylbutyl, 3- 
hydroxy-3-methylbutyl, 4 -hydroxy- 3-methylbutyl, 2-hydroxy- 
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4-methylbutyl, 3-hydroxy-4-methylbutyl, 4 -hydroxy- 4 -methyl- 
butyl, 1-hydroxycyclopentyl, 2-hydroxycyclopentyl, 3- 
hydroxycyclopentyl, 1-hydroxyhexyl, 2-hydroxyhexyl, 3- 
hydroxyhexyl, 4-hydroxyhexyl, 5-hydroxyhexyl f 6-hydroxy- 
hexyl, 2-hydroxy-2-methylpentyl, 2-hydroxy-3-methylpentyl, 
2-hydroxy-4-methylpentyl, 2-hydroxy-5-methylpentyl, 3- 
hydroxy-2-methylpentyl, 3-hydroxy-3-methylpentyl, 3- 
hydroxy-4-methylpentyl, 3-hydroxy-5-methylpentyl, 4- 
hydroxy-2-methylpentyl, 4-hydroxy-3-methylpentyl, 4- 
hydroxy-4-methylpentyl, 4-hydroxy-5-methylpentyl, 5- 
hydroxy-2-methylpentyl, 5-hydroxy-3-methylpentyl, 5- 
hydroxy-4-methylpentyl, 5-hydroxy-5-methylpentyl, 1- 
hydroxycyclohexyl, 2-hydroxycyclohexyl, 3-hydroxycyclohexyl 
and 4-hydroxycyclohexyl groups. Among them, linear or 
branched Ci- 4 hydroxyalkyl groups are particularly pre- 
ferred. 

The term "mono- or di- (lower alkyl) amino group " means 
an amino group substituted by one or two linear, branched 
or cyclic Ci- 6 alkyl groups. Examples include methylamino, 
ethylamino, propylamino, isopropylamino, cyclopropylamino, 
butylamino, isobutylamino, sec-butylamino, tert-butylamino, 
cyclobutylamino, pentylamino, 1-methylbutylamino, 2- 
methylbutylamino, isopentylamino, tert-pentylamino, 1,2- 
dimethylpropylamino, neopentylamino, 1-ethylpropylamino, 
cyclopentylamino, hexylamino, 1-methylpentylamino, 2- 
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methylpentylamino, 3-methylpentylamino, isohexylamino, 1- 
ethylbutylamino, 2-ethylbutylamino, 1, 1-dimethylbutylamino, 
1,2-dimethylbutylamino, 1, 3-dimethylbutylamino, 2,2- 
dimethylbutylamino, 2, 3 -dime thy lbutyl amino, 3, 3-dimethyl- 
butylamino, 1-methyl-l-ethylpropylamino, l-ethyl-2-methyl- 
propylamino, 1, 1, 2-trimethylpropylaraino, 1, 2, 2-trimethyl- 
propylamino, cyclohexylamino, dimethyl amino, diethylamino, 
dipropylamino, diisopropylamino, dibutylamino, diisobuty- 
lamino, methylethylamino, methylpropylamino, methylisopro- 
pylamino, methylbutylamino, ethylpropylamino, ethylisopro- 
pylamino, ethylbutylaraino, propylisopropylamino, propylbu- 
tylamino and isopropylbutylamino groups. Among them, amino 
groups each substituted by one or two linear or branched 
Ci-4 alkyl groups are preferred. 

The "mono- or di- (lower alkyl) carbonylamino group 7 ' 
means an amino group substituted by one or two linear, 
branched or cyclic C 2 -7 alkylcarbonyl groups. Examples in- 
clude acetylamino, propionylamino, butyrylamino, isobutyry- 
lamino, cyclopropylcarbonylamino, valerylamino, isovalery- 
lamino, see-but ylcarbonylamino, pivaroylamino, cyclobutyl- 
carbonylamino, pentylcarbonylamino, 1-methylbutylcarbonyl- 
amino, 2-methylbutylcarbonylaraino, isopentylcarbonylamino, 
tert-pentylcarbonylamino, 1, 2-dimethylpropylcarbonylaraino, 
neopentyl carbonylamino, 1-ethylpropylcarbonylamino, cy- 
clopentylcarbonylamino, hexylcarbonylamino, 1-methylpentyl- 
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carbonylamino, 2-methylpentylcarbonylamino, 3-methylpentyl 
carbonylamino, isohexylcarbonylamino, 1-ethylbutylcarbonyl 
amino, 2-ethylbutylcarbonylamino, 1, 1-dimethylbutyl- 
carbonyl amino , 1, 2-dimethylbutylcarbonylamino, 1, 3- 
dimethylbutylcarbonylamino/ 2, 2-dimethylbutylcarbonylamino 
2, 3-dimethylbutylcarbonylamino, 3, 3-dimethylbutylcarbonyl- 
amino, 1-methyl-l-ethylpropylcarbonylamino, l-ethyl-2- 
methylpropylcarbonylamino, 1, 1, 2-trimethylpropylcarbonyl- 
amino, 1,2, 2-trimethylpropylcarbonylamino, cyclohexylcar- 
bonylamino, diacetylamino/ dipropionylamino, dibutyry- 
" lamino, diisobutyrylamino, divalerylamino, diisovalery- 
lamino, acetylpropionylamino, acetylbutyrylamino, acetyli- 
sobutyrylamino, acetyl valerylamino, propionylbutyryl amino, 
propionyliosobutyrylamino, propionyl valerylamino, butyryli 
sobutyrylamino, butyrylvalerylamino and isobutyrylvalery- 
lamino groups. Among them, amino groups each substituted 
by one or two linear or branched C 2 -a alkyl groups are par- 
ticularly preferred. 

Examples of the "lower alkoxyalkyl group'' include Ci- 6 
alkoxylCa-e alkyl) groups such as methoxymethyl, ethoxyme- 
thyl , propoxymethyl , isopropoxymethyl , butoxymethyl , isobu 
toxymethyl, sec-butoxymethyl, tert-butoxymethyl, cyclopro- 
poxyme thyl , pent yloxymethyl , isopent yloxymethyl , hexyloxy- 
methyl, isohexyloxymethyl, cyclopent yloxymethyl, cyclohexy 
loxymethyl, methoxyethyl, ethoxyethyl, propoxyethyl, iso- 
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propoxyethyl, butoxyethyl, isobutoxyethyl, sec-butoxyethyl 
t ert-butoxye thy 1 , cyclopropoxyethyl / pentyloxyethyl , 
isopentyloxye thyl , hexyloxyethyl , i sohexyloxye thyl , cy- 
clopentyloxyethyl, cyclohexyloxyethyl, methoxypropyl, 
e thoxypropyl , propoxypropyl , isopropoxypropyl , butoxypro- 
pyl / isobutoxypropyl / sec-butoxypropyl , ter t-butoxypropyl , 
cyclopropoxypropyl, pentyloxypropyl, isopentyloxypropyl, 
hexyloxypropyl, isohexyloxypropyl, cyclopentyloxypropyl, 
cyclohexyloxypropyl , methoxybutyl, e thoxybutyl , propoxybu- 
tyl, isopropoxybutyl, butoxybutyl, isobutoxybutyl, sec- 
butoxybut yl , t er t-butoxybut yl , cyclopropoxybut yl , penty- 
loxybutyl, isopentyloxybutyl, hexyloxybutyl, isohexyloxybu 
tyl, cyclopentyloxybutyl. and cyclohexyloxybutyl groups. 
Among them, Ci- 4 alkoxy(Ci- 4 alkyl) groups are particularly 
preferred, 

Examples of the v lower alkoxycarbonylalkyl group" in- 
clude Ci-6 alkoxycarbonyl (Ci-6 alkyl) groups such as methoxy 
carbonylmethyl, ethoxycarbonylmethyl, propoxycarbonylrae- 
thyl , i sopropoxycarbony lme thyl , butoxycarbonylme thyl , 
isobutoxycarbonylmethyl, sec-butoxycarbonylmethyl, tert- 
butoxycarbonylmethyl , cyclopropoxycarbony lme thyl , penty- 
loxycarbony lme thyl, isopentyloxycarbonylethyl, hexyloxycar 
bonylmethyl, isohexyloxycarbonylmethyl, cyclopentyloxycar- 
bonylmethyl, cyclohexyloxycarbonylmethyl, methoxycarbon- 
ylethyl, ethoxycarbonylethyl, propoxycarbonylethyl, isopro 
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poxycarbonylethyl, butoxycarbonylethyl, isobutoxycarbon- 
ylethyl, sec-butoxycarbonylethyl, tert-butoxycarbonylethyl, 
cyclopropoxycarbonylethyl, pentyloxycarbonylethyl, isopen- 
tyloxycarbonylethyl/ hexyloxycarbonylethyl/ isohexyloxycar- 
bonylethyl, cyclopentyloxycarbonylethyl, cyclohexyloxycar- 
bonylethyl, methoxycarbonylpropyl, ethoxycarbonylpropyl, 
propoxycarbonylpropyl , isopropoxycarbonylpropyl , butoxycar- 
bonylpropyl, isobutoxycarbonylpropyl, sec-butoxycarbonyl- 
propyl/ tert-butoxycarbonylpropyl, cyclopropoxycarbonylpro- 
pyl / pentyloxycarbony lpropyl , i sopentyloxycarbonylpropyl , 
hexyloxycarbonylpropyl , isohexyloxycarbonylpropyl , cy- 
clopentyloxycarbonylpropyl, cyclohexyloxycarbony lpropyl , 
methoxycarbony lbutyl, ethoxycarbonylbutyl, propoxycarbonyl- 
but yl , i sopropoxycarbonylbut yl / butoxycarbony lbutyl , isobu- 
toxycarbonylbut yl , sec-butoxycarbonylbutyl , tert-butoxy- 
carbony lbutyl , cyclopropoxycarbonylbutyl , pentyloxycarbon- 
y lbutyl, isopentyloxycarbonylbutyl, hexyloxycarbonylbutyl, 
isohexyloxycarbonylbutyl, cyclopentyloxycarbonylbutyl and 
cyclohexyloxycarbonylbutyl groups. Among them, (Ci- 4 alk- 
oxy) carbonyl (d-4 alkyl) groups are particularly preferred. 

Examples of the "carboxy (lower alkyl) group" include 
carboxy(Ci-6 alkyl) groups. Among them, preferred are car- 
boxy (C1-4 alkyl) groups such as carboxymethyl, carboxyethyl, 
carboxypropyl and carboxybutyl groups. 
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Examples of the "mono- or di- (lower alkyl) aminoalkyl 
group" include mono- or di-(Ci- 6 alkyl) amino (Ci- 6 alkyl) 
groups such as methylaminomethyl, methylaminoethyl, me thy- 
laminopropyl, methylaminobutyl, ethylaminomethyl, ethylami- 
noethyl, e thy laminopropyl, ethylaminobutyl, propylaminome- 
thyl, propylaminoethyl, propylaminopropyl, propylaminobu- 
tyl, isopropylaminoinethyl, isopropylaminoethyl, isopropy- 
laminopropyl, isopropylaminobutyl, butylaminomethyl, buty- 
laminoethyl, isobutylaminomethyl, isobutylaminoethyl, see- 
but ylaminomethyl, see-but ylarainoethyl, tert-butylamino- 
methyl, tert-butylaminoethyl, dimethylaminomethyl, dimethy- 
laminoethyl, dimethylaminopropyl, dimethylaminobutyl, di- 
ethylaminomethyl, diethylaminoethyl, diethy laminopropyl, 
dipropylaminomethyl, dipropylaminoethyl, dipropylaminopro- 
pyl, diisopropylaminomethyl, diisopropylaminoethyl, diiso- 
propyl aminopropyl, dibutylaminoethyl, dibutylaminobutyl, 
diisobutylaminomethyl, diisobutylaminobutyl, methylethy- 
laminomethyl, methylethylaminobutyl, methylpropylaminome- 
thyl, me thylpropy laminoethyl, methylpropylaminopropyl, 
methylpropylaminobutyl, methylisopropylaminomethyl, meth- 
ylisopropylaminoethyl, methylisopropylaminopropyl, methyli- 
sopropylaminobutyl, ethylisopropylaminomethyl, ethylisopro- 
pylaminoethyl, ethyl isopropy laminopropyl, ethylisopropy- 
laminobutyl, ethylpropylaminomethyl, ethylpropylaminoethyl r 
e thy lpropyl aminopropyl, ethylpropylaminobutyl , methylbuty- 
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laminomethyl, methylbutylaminoethyl, methylbutylaminopro- 
pyl, methylbutylaminobutyl, ethylbutylaminomethyl, ethylbu- 
tylaminoethyl, ethylbutylaminopropyl, ethylbutylaminobutyl, 
propylbutylaminomethyl, propylbutylaminoethyl, propylbuty- 
laminopropyl, propylbutylaminobutyi, isopropylbuty laminome- 
thyl, isopropylbutylaminoethyl, isopropylbutylaminopropyl, 
isopropylbutylaminobutyl, dicyclopropy laminomethyl, dicy- 
clopropylaminoethyl, dicyclopropylaminopropyl/ dicyclopro- 
pylaminobutyl, methylcyclopropylaminomethyl, methylcyclo- 
propylaminoethyl, methyl cyclopropylaminopropyl, methylcy- 
clopropylaminobutyl, ethylcyclopropylaminomethyl, ethylcy- 
clopropylaminoethyl, ethylcyclopropylaminopropyl, ethylcy- 
clopropylaminobutyl, cyclopropylpropylaminomethyl, cyclo- 
propylpropylaminoethyl, cyclopropylpropylaminopropyl, cy- 
clopropylpropylaminobutyl, cyclopropylisopropylaminomethyl, 
cyclopropylisopropylaminoethyl, cyclopropylisop ropy lamino- 
propyl", cyclopropylisopropylaminobutyl, cyclopropylbuty- 
laminomethyl, cyclopropylbutylaminoethyl, cyclopropylbuty- 
laminopropyl, cyclopropylbutylaminobutyl, cyclopentylmethy- 
laminomethyl, cyclopentylmethylaminoethyl, cyclopentyl- 
methylaminopropyl, cyclopentylmethylaminobutyl, cyclopen- 
tylethylaminomethyl, cyclopentylethylaminoethyl, cyclopen- 
tylethylaminopropyl, cyclopentylethylaminobutyl, cyclopen- 
tylpropylaminome thy 1 , cyclopenty lpropylaminoethy 1 , cy- 
clopentylpropylaminopropyl, cyclopentylisopropylaminome- 
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thyl, cyclopentylisopropylaminoethyl/ cyclopentylisopropy- 
laminopropyl, cyclopentylisopropylaminobutyl, cyclopentyl- 
butylaminome thyl , cyclopentylbutylaminoethyl , cyclopentyl- 
butylaminopropyl, cyclopentylbutylaminobutyl, cyclohexyl- 
methyl aminomethyl, cyclohexylmethylaminoethyl, cyclohexyl- 
methylaminopropyl, cyclohexylmethylaminobutyl, cyclohexy- 
lethylaminomethyl, cyclohexylethylaminoethyl, cyclohexy- 
lethylaminopropyl/ cyclohexylethylaminobutyl, cyclohexyl- 
propyl aminomethyl, cyclohexylpropylaminoethyl, cyclohexyl- 
propyl aminopropyl, cyclohexylisopropylaminomethyl, cyclo- 
hexylisopropylaminoethyl, cyclohexylisopropylaminopropyl, 
cyclohexylisopropylaminobutyl, cyclohexylbutylaminomethyl, 
cyclohexylbutylaminoethyl, cyclohexylbutylaminorpropyl and 
cyclohexylbutylaminobutyl groups. Among them, mono- or di- 
(C1-4 alkyl) amino (C1.4 alkyl) groups are preferred. 

Examples of the "mono- or di- (lower alkyl) aminoalkyl- 
amino group" include mono- or di- (Ci-6 alkyl) amino (Ci- 6 al- 
kyl) amino groups such as methylaminoraethylamino f methylami- 
noethylamino, methylaminopropylamino, methylaminobutyl- 
amino, ethylaminomethylamino, ethylaminoethylamino, ethy- 
laminopropylamino, ethylaminobutylamino, propylaminomethy- 
lamino, propylaminoethylamino, propylaminopropylamino, pro- 
pyl ami nobu t y 1 amino , i sopropy 1 aminome thyl amino , i sopr opy- 
laminoethylamino, isopropylaminopropylamino, isopropylami- 
nobutylamino, butylaminome thylamino, but ylaminoethyl amino, 
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isobutylaminomethylamino, isobutylaminoethylamino, sec- 
butylaminomethylamino, sec-butylaminoethylamino, tert- 
butylaminomethylamino, tert-butylaminoethylamino, dimethy- 
laminomethylamino, dimethylaminoethylamino, dimethylamino- 
propylamino, dimethylaminobutylamino, diethylamihomethy- 
lamino, diethylaminoethylami.no, diethylaminopropylamino, 
dipropylaminomethylamino, dipropylaminoethylamino/ dipropy- 
larainopropylaminO/ diisopropylaminomethylamino/ diisopropy- 
laminoethylamino, diisopropylaminopropylamino, dibutylami- 
noethylamino, dibutylaminobutylamino/ diisobutylaminomethy- 
lamino, diisobutylaminobutylamino, methylethylaminomethy- 
lamino, methylethylaminobutylamino, methylpropylaminomethy- 
lamino, methylpropylaminoethylamino, methylpropylaminopro- 
pylamino, methylpropylaminobutylamino/ methylisopropylami- 
nomethy lamino , methyl isopropylaminoe thy lamino, methyliso- 
propylaminopropylamino, methylisopropylaminobutylamino, 
ethylisopropylaminopropylamino, ethylisopropylaminobuty- 
lamino, ethylpropylaminomethylamino, ethylpropylaminoethy- 
lamino, ethylpropylaminopropylamino, ethylpropylaminobuty- 
lamino, me thylbutylaminorae thy lamino, methylbutylaminoethy- 
lamino, methylbutylaminopropylamino, methylbutylaminobuty- 
lamino, ethylbutylaminomethylamino, ethylbutylaminoethy- 
lamino, ethylbutylaminopropylamino, ethylbutylaminobuty- 
lamino, propylbutylaminomethylamino, propylbutylaminoethy- 
lamino, propylbutylaminopropylamino, propylbutylaminobuty- 
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lamino, isopropylbutylaminomethylamino, isopropylbutylami- 
noethylamino, isopropylbutylaminopropylamino, isopropylbu- 
tylaminobutylamino, dicyclopropylaminomethylamino, dicyclo- 
propylaminoethylamino, dicyclopropylaminopropylamino, dicy- 
clopropylaminobuty lamino, methylcyclopropylaminomethy- 
lamino, methylcyclopropylaminoethylamino, methylcyclopropy- 
laminopropylamino, methylcyclopropylaiainobutylaraino, ethyl- 
cyclopropylaminomethylamino, ethylcyclopropylaminoethy- 
lamino, ethylcyclopropylaminopropylamino, ethylcyclopropy- 
laminobutylamino, cyclopropylpropylaminomethylamino/ cyclo- 
propylpropylaminoethylamino/ cyclopropylpropylaminopropy- 
lamino, cyclopropylpropylaminobutylamino, cyclopropyliso- 
propylaminomethylamino, cyclopropylisopropylaminoethy- 
lamino, cyclopropylisopropylaminopropylamino, cyclopropyli- 
sopropylaminobutylamino, cyclopropylbutylaminomethylamino, 
cyclopropylbutylaminoethylamino, cyclopropylbutylaminopro- 
pylamino, cyclopropylbutylaminobutylamino/ cyclopentyl- 
me thy laminomethy lamino , cyclopentylmethylaminoethylamino, 
cyclopentylmethylaminopropylamino, cyclopentylmethylami- 
nobutylamino, cyclopentylethylaminomethylamino, cyclopen- 
tylethylaminoethylamino, cyclopentylethylaminopropylamino, 
cyclopentylethylaminobutylamino, cyclopentylpropylami- 
nomethylamino, cyclopentylpropylaminoethylamino, cyclopen- 
tylpropylaminopropylamino/ cyclopentyli sop ropy laminomethy- 
lamino, cyclopentylisopropylaminoethylaitu.no, cyclopentyli- 
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sopropylaminopropylamino, cyclopentylisopropylaminobuty- 
lamino, cyclopentylbutylaminomethylamino, cyclopentylbuty- 
laminoethylamino, cyclopentylbutylaminopropylamino, cy- 
clopentylbutylaminobutylamino, cyclohexylmethylaminomethy- 
lamino, cyclohexylmethylaminoethylamino, cyclohexylmethy- 
laminopropylamino, cyclohexylmethylaminobutylamino, cyclo- 
hexylethylaminomethylamino, cyclohexylethylaminoethylamino, 
cycylohexylethylaminopropylamino, cyclohexylethylaminobuty- 
lamino, cyclohexylpropylaminomethylamino, cyclohexylpropy- 
laminoethylamino/ cyclohexylpropylaminopropylamino, cyclo- 
hexylisopropylarainomethylamino, cyclohexylisopropylamino- 
ethylamino, cyclohexylisopropylaminopropylamino, cyclo- 
hexylisopropylaminobutylamino, cyclohexylbutylaminomethy- 
lamino/ cyclohexylbutylaminoethylamino, cyclohexylbuty- 
laminopropylamino and cyclohexylbutylaminobutylamino 
groups. Among them, mono- or di- (C1-4 alkyl) amino (Ci- 4 al- 
kyl) amino groups are particularly preferred. 

Examples of the "phenylalkyl group" include phenyl (Ci-g 
alkyl) groups such as benzyl, phenetyl, 1-phenylethyl, 1- 
phenylpropyl , 2-phenylpropyl , 3-phenylpropyl , 1-me thyl- 1- 
phenylethyl, l-ethyl-2-phenylethyl, 1-phenylbutyl, 2~ 
phenylbutyl, 3-phenylbutyl, 4 -phenylbutyl, 1-benzylpropyl, 
1-methyl-l-phenylpropyl, l-methyl-2-phenylpropyl, 1-methyl- 
3-phenylpropyl, 2-methyl-l-phenylpropyl, 2~methyl-2- 
phenylpropyl, 2-methyl-3-phenylpropyl and 1, l-dimethyl-2- 
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phenylethyl groups . 

Examples of the "lower alkylthio group" include Ci- 6 
alkylthio groups such as methylthio, ethylthio, propylthio, 
isopropylthio, cyclopropylthio, butylthio, isobutylthio, 
sec-butylthio, tert-butylthio, cyclobutylthio, pentylthio, 

1- methylbutylthio, 2-methylbutylthio, isopentylthio/ tert- 
pentylthio, l f 2-dimethylpropylthio, neopentylthio, 1-ethyl- 
propylthio, cyclopentylthio, hexylthio, 1-methylpentylthio, 

2- methylpentylthio, 3-methylpentylthio, isohexylthio, 1- 
ethylbutylthio, 2-ethylbutylthio, 1, 1-dimethylbutylthio, 

1, 2-diemthylbutylthio, 1, 3-dimethylbutylthio, 2, 2-dimethyl- 
butylthio, 2, 3-dimethylbutylthio, 3, 3-dimethylbutylthio, 1- 
methyl-l-ethylpropylthio, l-ethyl-2-methylpropylthio, 
1, 1, 2-trimethylpropylthio, 1, 2, 2-trimethylpropylthio and 
cyclohexylthio groups. Among them, Ci- 4 alkylthio groups 
are particularly preferred. 

The term "saturated nitrogen-containing heterocyclic 
group" means a saturated 5-7 membered heterocyclic group 
containing at least one nitrogen atom in the ring thereof. 
Preferred examples include saturated 5-6 membered heterocy- 
clic groups each containing one or two nitrogen atoms and 0 
or 1 oxygen or sulfur atom, such as pyrrolidinyl/ imida- 
zolidinyl, pyrazolidinyl, oxazolidinyl, thiazolydinyl, 
isooxazolidinyl, isothiazolidinyl, piper idinyl, piperazi- 
nyl, morpholino and thiomorpholino groups. 
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The "unsaturated nitrogen-containing heterocyclic 
group" means an unsaturated 5-7 membered heterocyclic group 
containing at least one nitrogen atom in the ring thereof. 
Preferred are unsaturated 5-6 membered heterocyclic groups 
each containing 1 to 4 nitrogen atoms and 0 or 1 oxygen or 
sulfur atom. Specific examples include pyrrolyl, imida- 
zolyl, pyrazolyl, triazolyl, tetrazolyl, oxazolyl, thia- 
zolyl, isooxazolyl, isothiazolyl, pyridyl, dihydropyridyl 
and tetrahydropyridyl groups. 

Examples of the "branched alkylamino group" include 
branched C 2 -6 alkylamino groups/ more specifically, isopro- 
pylamino, sec-butylamino and isobutylamino groups. 

Examples of the "piperidinylalkylamino group" include 
piperidinyl (Ci-6 alkyl) amino groups, more specifically, 
piperidinylmethylamino and piperidinylethylamino groups. 

In the invention compound (I), it is preferred that 
one of R 1 , R 2 and R 3 represents a lower alkoxy, nitro or 
formylamino group and the other two are selected from a hy- 
drogen atom, a hydroxy group, a lower alkyl group, a lower 
alkoxy group, a lower alkylcarbonyloxy group, a halogen 
atom, a nitro group, an amino group, a mono- or di- (lower 
alkyl) amino group, mono- or di- (lower alkyl) carbonylamino 
group, formylamino group and mono- or di- (lower al- 
kyl) aminoalkylamino group. As the nitrogen-containing het- 
erocyclic group represented independently by R 6 and R 7 , 
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piperidinyl, piperazinyl and pyridyl groups are particu- 
larly preferred. 

As the nitrogen-containing heterocyclic group which is 
formed by R 6 and R 7 together with the adjacent nitrogen 
atom, saturated nitrogen-containing heterocyclic groups are 
preferred, with pyrrolidinyl, imidazolidinyl, pyrazolidi- 
nyl, piperidinyl, piperazinyl, isooxazolidinyl and mor- 
pholino groups being particularly preferred. 

As the nitrogen-containing saturated heterocyclic 
group which is formed by R 8 and R 9 together with the adja- 
cent carbon atom, pyrrolidinyl, imidazolidinyl, pyrazolidi- 
nyl, oxazolidinyl, thiazolidinyl groups are particularly 
preferred. 

In the formula (I), it is preferred that one of R 1 , R 2 
and R 3 represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from a hydrogen atom, 
a hydroxy group, a lower alkyl group, a lower alkoxy group, 
a lower alkylcarbonyloxy group, a halogen atom, a nitro 
group, an amino group, a mono- or di- (lower alkyl) amino 
group, a mono or di- (lower alkyl) carbonylamino group, a 
formylamino group and a mono- or di- (lower alkyl) amino- 
alkylamino group; R 4 represents a hydrogen atom or a lower 
alkyl group; R s represents a hydrogen atom, a halogen atom 
or a lower alkyl group; A represents -N(R 6 )R 7 (in which R 6 
and R 7 have the same meanings as defined above) ; B repre- 
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sents an iraino group which may be substituted by a lower 
alkyl group; and m stands for 2 to 4. 

Furthermore, in the formula (I), it is particularly 
preferred that one of R 1 , R 2 and R 3 represents a lower alk- 
oxy, nitro or formylamino group and the other two are se- 
lected from a hydrogen atom, a hydroxy group, a lower alk- 
oxy group and a halogen atom; R 4 and R 5 each represents a 
hydrogen atom; B represents an imino group which may be 
substituted by a lower alkyl group; m stands for 2 to 4; 
and A represents -N(R 6 )R 7 (in which R 6 and R 7 have the same 
meanings as defined above) . 

The invention compound (I) or intermediate (II) for 
the preparation of the invention compound can be converted 
into its salt in a manner known per se in the art. Exam- 
ples of the salt of the invention compound (I) or interme- 
diate (II) include acid addition salts with an inorganic 
acid, "such as hydrochloride, sulfate, nitrate, phosphate, 
hydrobromide and hydroiodide; and acid addition salts with 
an organic acid such as acetate, oxalate, malonate, succi- 
nate, maleate, fumarate, lactate, malate, citrate, tar- 
trate, methanesulfonate and ethanesulfonate. 

The present invention also embraces various solvates, 
such as hydrates, of the invention compound (I) or the in- 
termediate (II) . 
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The invention compound (I) sometimes exhibits proton 
tautomerism, particularly imine-enamine tautomerism. Exam- 
ples of such tautomerism include: 



The invention compound (I) or the intermediate (II) 
can be prepared by various synthesis processes, with its 
basic skeleton or characteristics of its group taken into 
consideration. Typical synthesis processes (A and B) for 
it will be described below. Here, it is possible to pre- 
pare the invention compound by any one of the preparation 
process A, preparation process B and processes in accor- 
dance therewith. 
Preparation Process A: 





+ H- 




D 



Step Al 



CD 





0 



Step A2 
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Rl 

R 2 



R5 

B— CCH 2 ) ra - A 



R3 

(I) 

wherein X represents an eliminating group such as p- 
nitrophenoxy group, a halogen atom or a hydroxy group, and 
R 1 , R 2 , R 3 , R\ R 5 , A, B, D and m have the same meanings as 
defined above. 

This process will hereinafter be described by each 

step. 
Step Al: 

A thiazole derivative (II) can be prepared by reacting 
the compound represented by the formula (III) with the com- 
pound represented by the formula (IV) . The reaction is 
carried out in the presence or absence of a base, for exam- 
ple, an alkali metal carbonate such as potassium carbonate, 
potassium bicarbonate, sodium carbonate or sodium bicarbon- 
ate, an alkali metal hydroxide such as potassium hydroxide, 
sodium hydroxide or lithium hydroxide, an alkylamine such 
as triethylamine or diisopropylethylamine, or a pyridine 
base compound such as pyridine, lutidine or 4-dimethyl- 
aminopyridine in a solventless manner or in a solvent which 
does not exert an influence on the reaction, for example, 
an aprotic polar solvent such as acetonitrile, N,N- 
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dimethyl formamide or dimethylsulfoxide, a halogen base sol- 
vent such as methylene chloride, chloroform or 1,2- 
dichloroethane, an ether base solvent such as ether, tetra- 
hydrofuran or dioxane or a benzene base solvent such as 
toluene. The reaction can ordinarily be carried out at 
room temperature or under heating. 

When X of Compound (III) represents a hydroxy group, 
the main reaction can be carried out after it is converted 
into a highly reactive substituent such as p-nitrophenoxy 
group or halogen atom in a manner known per se in the art. 

Incidentally, when the thiazole derivative (II) or in- 
vention compound (I) containing as any one of R 1 , R 2 and R 3 
an amino group or a lower-alkyl-substituted amino group is 
prepared, the main reaction is effected after protection of 
the amino group of Compound (III), followed by deprotection 
after the main reaction or after the reaction in the subse- 
quent .step A2; or the main reaction is effected by using a 
nitro-containing Compound (III), followed by reduction af- 
ter the main reaction or after the reaction in the step A2 
to convert the nitro group into an amino group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing a hydroxy group as any one of R l , R 2 
and R 3 is prepared, Compound (III) containing an alkoxy 
group can be used instead of that containing a hydroxy 
group. In this case, after the main reaction or the reac- 
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tion in the subsequent step A2, the alkoxy group is con- 
verted into a hydroxy group through the dealkylation reac- 
tion by using a pyridine hydrochloride, boron tribromide, a 
solution of hydrogenbromide solution in acetic acid, cata- 
lytic reduction or the like. 

When the thiazole derivative (II) or invention com- 
pound (I) containing a lower alkylcarbonyloxy group as any 
one of R 1 , R 2 and R 3 is prepared, a carboxylic acid or reac- 
tive derivative thereof is acted to the invention compound 
which has been prepared above and contains a hydroxy group 
as any one of R 1 , R 2 and R 3 . 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of R 1 , R 2 and R 3 a halogen 
atom, hydroxy group or nitro group is prepared, a nitrite 
salt and a strong acid are acted on the amino-containing 
compound (III) to convert it into a diazonium salt and then 
the resulting diazonium salt is converted it into various 
substituents by the substitution reaction (Sandmeyer 
method, Gattermann reaction, Schiemann reaction) . This op- 
eration can be carried out after the main reaction or after 
the reaction in the subsequent step A2. 
Step A2 

The invention compound (I) can be obtained by reacting 
the thiazole derivative (II) obtained in the step Al with 
Compound (V) and then subjecting the reaction mixture to N- 
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substitution reaction as needed. The reaction is effected 
as in Step Al. 

When D of the thiazole derivative (II) represents a 
hydroxy group, it is also possible to carry out the main 
reaction after converting the derivative into a highly re- 
active substituent such as p-nitrophenoxy group or halogen 
atom in a manner known per se in the art. 

The invention compound (I) can be introduced into an- 
other invention compound (I) by subjecting it to N- 
substitution reaction or O-substitution reaction. The N- 
substitution reaction can be effected by the method known 
to date such as monoalkylation/ dialkylation or amidation. 
More specifically, the N-substitution can be carried out as 
needed by the reaction in which a reducing agent such as 
formic acid or boron hydride compound and an aldehyde such 
as formaldehyde, acetaldehyde or glyoxal or an acid anhy- 
dride such as acetic anhydride are used in combination, the 
reaction in which a carboxylic acid or reactive derivative 
thereof is used/ the reaction in which an alkyl halide is 
used, the reaction in which a compound containing therein 
an eliminating group such as lower alkoxy, lower alkylthio, 
lower alkylsulfonyl or lower alkylsulf inyl, or a halogen 
atom is used, the reduction reaction in which an aldehyde 
or ketone is acted to form an imine derivative, followed by 
the addition of a boron hydride compound or the hydrogena- 
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tion reaction in which a palladium carbon or the like is 
used as a catalyst, or a combination thereof. Inciden- 
tally, when a phthalimide-substituted alkyl halide is em- 
ployed in the N-substitution reaction using an alkyl hal- 
ide, it is possible to convert the phthalimide group into 
an amino group by a base such as methylamine {Gabriel syn- 
thesis) and then subject the resulting amino group to the 
N-substitution reaction. 

The O-substitution reaction can be effected by the 
method known to date such as alkylation or acylation. It 
is possible to effect the O-substitution reaction as needed 
in accordance with the reaction in which a carboxylic acid 
or reactive derivative thereof is used or the reaction in 
which an alkyl halide is used, or a combination thereof. 

Incidentally, as Compound (V) , a commercially- 
available compound can be employed or alternatively, it can 
be prepared by using the above-described reactions for N- 
substitution in combination as needed*. 
Preparation Process B 




Step Bl 
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meanings as defined above. 
Step Bl 



Compound (VI) can be prepared by reacting Compound 
(IV) with Compound (V) . The reaction is effected in a 
similar manner to Step A2. 
Step B2 - 

Compound (VI) obtained in Step B3/ can be introduced 
into the invention compound (I) by being reacted with Com- 
pound (III). The reaction is effected in a similar manner 
to Step Al . 

Incidentally, when the invention compound (I) contain- 
ing as any one of R 1 , R 2 and R 3 an amino group or (lower al- 
kyl) -substituted amino group is prepared, the main reaction 
is effected after the protection of the amino group of Com- 
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pound (III)/ followed by deprotection; or the main reaction 
is effected using a nitro-containing Compound (III)/ fol- 
lowed by reduction after the main reaction or after the re- 
action in Step A2 to convert the nitro group into an amino 
group . 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of R l , R 2 and R 3 a hydroxy 
group is prepared, it is possible to use an alkoxy- 
containing Compound (III) instead of using a hydroxy- 
containing Compound (III) . When the alkoxy-containing Com- 
pound (III) is used, the derivative or the invention com- 
pound is prepared, subsequent to the main reaction or the 
reaction in Step A2, by the dealkylation reaction using 
pyridine hydrochloride, boron tribromide, a solution of hy- 
drogenbromide solution in acetic acid, or catalytic reduc- 
tion to convert the alkoxy group into a hydroxy group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of R 1 , R 2 and R 3 an alkyl- 
carbonyloxy group is prepared, a carboxylic acid or reac- 
tive derivative thereof is acted to the invention compound 
which has been prepared above and contains as any one of 
R 1 , R 2 and R 3 a hydroxy group. 

When the thiazole derivative (II) or invention com- 
pound (I) containing as any one of R 1 , R 2 and R 3 a halogen 
atom, hydroxy group or nitro group is prepared, a nitrite 
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salt and a strong acid are acted on the amino-containing 
compound (III) to convert it into a diazonium salt and then 
the resulting diazonium salt is converted it into various 
substituents by the substitution reaction (Sandmeyer 
method, Gattermann reaction, Schieroann reaction) . This 
procedure can be carried out after the main reaction or af- 
ter the reaction in the subsequent step A2. 

Invention Compound (I) prepared by any one of the 
above-described Preparation Processes A and B and processes 
in accordance therewith can be prepared in the form of a 
salt in a manner known per se in the art. 

Invention Compound (I) so obtained has, as will be de- 
scribed later, excellent improving effects on gastrointes- 
tinal dysmotility and at the same time has high safety so 
that it is useful for the prevention and treatment of dys- 
motility in the gastrointestinal tract. Examples of the 
symptoms and diseases caused by digestive dysmotility includ 
epigastric dyscomfort, nausea, vomiting, heart burn, anorexi 
epigastric pain, abdominal flatulence, chronic gastritis, 
reflux esophagitis and postgastrectomy syndrome. 

The invention compound (I) can be formed as a composi- 
tion for oral or parenteral administration, mixed with a 
pharmaceutical^ acceptable carrier. The invention com- 
pound (I) can be formulated into tablets, powders, granules 
or capsules by adding suitable additives, for example, an 
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excipient such as lactose, mannitol, corn starch or crys- 
talline cellulose, a binder such as cellulose derivative, 
gum arabic or gelatin, a disintegrator such as carboxyme- 
thyl cellulose calcium and a lubricant such as talc or mag- 
nesium stearate as needed. These solid preparations can 
also be formed into an enteric-coated preparation by using 
a covering base such as hydroxypropyl methylcellulose 
phthalate, hydroxypropyl methylcellulose acetate succinate, 
cellulose acetate phthalate or methacrylate copolymer. As 
a composition for parenteral administration, the invention 
compound can be formulated into a liquid agent for injec- 
tion by using water, ethanol, glycerin and ordinarily-used 
surfactant, or into a suppository by using a suppository 
base in combination. 

The dosage of the invention compound (I) varies de- 
pending on the age, weight, symptom, treatment effects, ad- 
ministration method and administration term. In the case 
of oral administration, the compound (I) is generally ad- 
ministered at a dose of 0,1 to 2,000 mg/day, preferably 1 
to 300 mg/day in one to three portions a day. 
(Gastroprokinetic activity) 

Force transducers (F-121S; Star Medical) were chroni- 
cally implanted onto the gastric antrum and duodenum of a 
male dog (weight: 9 to 10 kg) [Itoh, Z. et al., Am. J. Dig. 
Dis., 22, 117-124(1977)]. The test was carried out two 
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hours after feeding (30 g/kg, Gaines meal; Ajinomoto Gen- 
eral Foods) . Contraction signals obtained from each trans- 
ducer were amplified (RTA-120G; Nihon Kohden) and recorded 
on a recorder and a computer. 

The area under the contraction wave and base line in 
the antrum was integrated by an analysis program (DSSFFT, 
V. 21; Nihon Kohden) . Motor activity in the antrum was ex- 
pressed as the motor index. The test compound was dis- 
solved in physiological saline and given intravenously. 

The results were calculated by the following equation 
and are shown in Table 1 as % of motor index. 

Motor index for 10 min 
after administration 

Motor index (%) = x 100 

Motor index for 10 min 
before administration 
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Table 1 



Compound 


Dose 
(mg/Kg) 


Motor index 

(%) 


v-oiupouna oi ilx. j 


c 
D 


202.3 


compound or kx. o 


c 

5 


284.5 


Compound of Ex. 9 


5 


316.7 


Compound of Ex. 10 


1 


254 . 8 


Lompouna ox bx, li 


1 


310.7 


Lompouna o i t*x . l z 


U . o 


229 . 5 




*/ 




Compound of Ex . 18 


5 


299.0 


Compound of Ex. 19 


5 


420.9 


Compound of Ex. 21 




157.1 


Compound of Ex. 38 




213.3 


Compound of Ex. 115 




342.9 


Compound of Ex. 117 




437.4 


Compound of Ex. 156 




257.0 


Compound of Ex. 162 




265.7 



(Toxicity Test) 

Three ICR mice (4-5 weeks) were employed in each 
group. Test compound suspended with 5% gum arabic was 
given orally at a dose of 500 mg/Jcg. Within one week ob- 
servation, no case of death was observed in each group. 
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Examples 

The present invention will hereinafter be described 
more specifically by Referential Examples and Examples 
but it should however be borne in mind that the present 
invention is not limited to or by the following exam- 
ples. 

Referential Example 1 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- (ethoxycarbonyl) - 
1, 3-thiazole 

In 100 ml of methylene chloride, 21.3 g of 2-amino-4- 
ethoxycarbonyl-1, 3-thiazole was suspended, . followed by the 
addition of 24.8 g of 3, 4-dimethoxybenzoyl chloride, 25.3 g 
of triethylamine and 0.15 g of 4-dimethylaminopyridine. 
The resulting mixture was refluxed for 2 hours. After the 
reaction mixture was allowed to cool down, methylene chlo- 
ride was distilled off under reduced pressure. To the 
residue, 1000 ml of water was added. Crystals so precipi- 
tated were collected by filtration and then recrystallized 
from ethanol, whereby 30.3 g of the' title compound was ob- 
tained. Yield: 73%. 

J H-NMR(CDC1 3 )6: 1.39<3H,t), 3.95(3H,s), 3.97(3H,s), 
4.39(2H,q), 6.95(lH,d), 7 . 4 6-7 . 51 (2H, m) , 7.88(lH,s), 
9.91(lH,brs) . 
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Referential Example 2 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- (ethoxycarbonyl) - 
1, 3-thiazole 

In a similar manner to Referential Example 1 except 
that 2, 4, 5-trimethoxybenzoyl chloride was .used instead of 
3, 4-dimethoxybenzoyl chloride, the title compound was ob- 
tained. 

IR(KBr)cnf l : 3299, 3127, 1728, 1665 

'H-NMRtCDCWS: 1.42(3H,t), 3.92(3H,s), 3.97(3H,s), 

4.09(3H,s), 4.43(2H,q), 6.58{lH,s), 7.77<lH,s), 

7.85(lH,s), 11.13(lH,brs) . 
Referential Example 3 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- (hydroxy- 

carbonyl) -1, 3-thiazole 

In 100 ml of methanol, 15 g of 2- [N- (2, 4, 5-trimethoxy- 
benzoyl) amino] -4- (ethoxycarbonyl) -1, 3-thiazole obtained in 
Referential Example 2 were suspended, followed by the addi- 
tion of an aqueous solution which had been obtained by dis- 
solving 8.19 g of sodium hydroxide in 100 ml of water. The 
resulting mixture was stirred at room temperature for one 
hour. The reaction mixture was made acidic with IN hydro- 
chloric acid and the -crystals so precipitated were col- 
lected by filtration, whereby 9.2 g of the title compound 
was obtained. Yield: 66%. 
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MS(FAB,m/z) : 399(MH + ) 
IRtfCBrJcnf 1 : 1719, 1655 

2 H-NMR(DMSO-d 6 )5: 3.78{3H,s), 3.92(3H,s), 4.03(3H,s), 

6.85(lH,s), 7.43<lH,s), 8.0O(lH,s), 9. 00 (lH,brs) , 

11.52{lH,brs) . 
Referential Example 4 

2- [N-Methyl-N- (3, 4-dimethoxybenzoyl) amino] -4- 

(ethoxycarbonyl) -1, 3-thiazole 

In a similar manner to Referential Example 1 except 
that 2- (N-methylamino) -4- (ethoxycarbony) -1, 3-thiazole was 
used instead of 2-amino-4-ethoxycarbonyl-l, 3-thiazole, the 
title compound was obtained. 

MS<EI,m/z) : 350 (M*) 

IR(KBr)cm _1 : 1719, 1655 

2 H-NMR(DMSO-d 6 )5: 1.41(3H,t), 3.80<3H,s), 3.92{3H,s), 

3.95(3H,s), 4.41<2H,q), 6.93-6.96(lH,m) , 7.15- 

7.21(2H,m), 7.90(lH,s). 
Referential Example 5 

2- (N-Methylamino) -4- [ (2-dimethylaminoethyl) amino- 

carbonyl] -1, 3-thiazole 

In 3,5 g of N,N-dimethylethylenediamine, 2.5 g of 2- 
( N-methylamino) -4- (ethoxycarbonyl) -1, 3-thiazole was dis- 
solved, followed by stirring at 100 °C for 6 hours. The 
reaction mixture was poured into isopropyl alcohol and the 
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crystals so precipitated were collected by filtration, 
whereby 1.68 g of the title compound was obtained. Yield: 
51.5%. 

MS(EI,m/z) : 228 (M + ) 

IR (KBr) cm" 1 : 3395, 3198, 3104, 2824, 1657 

J H-NMR(CDC1 3 )8: 2.27(6H,s), 2.50(2H,t), 2.97{3H,d), 

3.49(2H,m), 5.37(lH,br), 7.30(lH,s), 7.46(lH,br). 
Referential Example 6 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- 

(ethoxycarbonyl) -1, 3-thiazole acetate 

To 18.2 g of 2-[N-(2,4,5-trimethoxybenzoyl)amino]-4- 
(ethoxycarbonyl) -1, 3-thiazole obtained in Referential Exam- 
ple 2, 17.5 g of pyridine chloride, 3.93 g of pyridine and 
150 ml of N,N-dimethylformamide were added, followed by re- 
flux for 6 hours. The reaction mixture was poured into ice 
water. The crystals so precipitated were collected by fil- 
tration, washed with water and then dried under reduced 
pressure. The crystals so obtained were recrystallized 
from acetic acid, whereby 14.3 g of the title compound was 
obtained. Yield: 70%. 

MS(EI,m/z) : 413 (M + ) 

IRfKBrJcm" 1 : 3135, 1715, 1709, 1644 

J H-NMR(DMSO-d 6 )5: 1.31(3H,t), 1.91{3H,s), 3.78(3H,s), 
3.83(3H,s), 4.30(2H,q), 6.61(lH,s), 7.64(lH,s), 
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8.1K1H/S), 11.5(lH,brs), 12.4 (lH,brs) . 
Example 1 

2- [N-Methyl-N- (3, 4-dimethoxybenzoyl) amino] -4- [ (2- 

dimethylaminoethyl) arainocarbonyl] -1, 3-thiazole maleate 
(Preparation Process A) 

A mixture of 8.41 g of 2- [N-methyl-N- (3, 4-dimethoxy- 
benzoyl) amino] -4- (ethoxycarbonyl) -1/ 3- thiazole obtained in 
Referential Example 4 and N,N-dimethylethylenediamine was 
stirred at 100 °C for 4 hours. After being allowed to cool 
down, the reaction mixture was purified by chromatography 
on a silica gel column (chloroformrmethanol = 5:1), whereby 
7.8 g of the title compound was obtained as a free base. 
The compound so obtained was converted into its maleate and 
thus, the title compound was obtained. Yield: 82%. 

MS(EI,m/z) : 392 (M + ) 

IRfKBrJcnf 1 : 3380, 1649 

1 H-NMR ( DMSO-d6 ) 6 : 2.84 <6H,s), 3.21-3.35 (2H,m) , 3.60- 
3.66(2H,m), 3.70(3H,s), 3.82(3H,s), 3.84(3H,s), 
6.01(2H,s), 7.09(lH / d) / 7 . 25-7 .28 (2H,m) , 7.93(lH / s) / 
8.56(lH,t), 8.60-10.00(lH,br), 13.00-14.00 (lH,br) . 
(Preparation Process B) 

1.68 g of 2- (N-methylamino) -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole obtained in Referential Example 
5 and 2.23 g of p-nitrophenyl 3, 4-dimethoxyphenylbenzoate 
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were stirred at 140°C for 6 hours. The reaction mixture 
was dissolved in chloroform, washed successively with a 
saturated aqueous solution of sodium bicarbonate and satu- 
rated saline and then dried. The solvent was distilled off 
and the residue was recrystallized from ethyl acetate, 
whereby 675 mg of the title compound was obtained as a free 
base. The compound so obtained was converted into a 
maleate as in Preparation Process 1 and thus, the title 
compound was obtained. 
Example 2 

2- [N- (3, 4-Dimethoxybenzoyl)"amino] -4- [ (2-aminoethyl) - 

aminocarbonyl] -1, 3-thiazole hydrochloride 

A mixture of 8 g of 2- [N- (3, 4-dimethoxybenzoyl) amino] - 
4- (ethoxycarbonyl) -1/ 3-thiazole obtained in Referential Ex- 
ample 1 and 14.3 g of ethylenediamine was stirred at 100°C 
for one hour. The reaction mixture was subjected to dis- 
tillation under reduced pressure. To the residue, 50 ml of 
methanol was added and crystals so precipitated were col- 
lected by filtration, whereby 6.5 g of the title compound 
was obtained as a free base. The compound was converted 
into its hydrochloride and thus, the title compound was ob- 
tained. Yield: 78%. 

MS { FAB , m/ z ) : 351 (MH + ) 

IRtKBrJcm" 1 : 3400, 3381, 1653, 1650 
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J H-NMR(DMSO-d 6 )5: 2 . 99 (2H,m) , 3.56(2H,m), 3.86(3H,s), 
3.87(3H,s), 7.11(lH,d), 7.73-7.80 (2H,m) , 8.14(3H,br), 
8.23<lH,t), 12.68{lH / br) / 13. 00-14 . 00 (lH,br) ; 

In a similar manner to Example 1 or 2, Compounds of 
Examples 3 to 21 which will be described below were pre- 
pared using a compound selected from those obtained in Ref- 
erential Examples 1 to 5. 
Example 3 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoe thyl ) aminocarbonyl] -1 , 3- thiazole maleate 
MS(FAB,m/z) : 379 (MH*) 
IR (KBr) cm" 1 : 3359, 1650, 1551 

2 H-NMR(DMSO-d 6 )5: 2.83{6H,s), 3.24(2H,t), 3.64(2H,q), 
3.86(3H,s), 3.87(3H,s), 6.03{2H,s), 7.12(lH,d), 
7.71-7.80(2H,m), 7.88(lH,s), 8 .20 (lH,brs) , 
12.58(3H,brs) . 
Example 4 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (1-imidazolyl) - 
ethyl] aminocarbonyl] -1, 3- thiazole dihydrochloride 
MS(EI,m/z) : 401 (M*) 
IR(KBr) cm" 1 : 3142, 1676, 1578 

2 H-NMR (DMSO-de) 6 : 3 . 73-3 . 86 <8H,m) , 4 . 39-4 . 42 (2H, m) , 
7.11<lH,d), 7.66-8.28<6H,m), 9.20-9 . 21 (lH,m) , 
12.64 (lH,br), 14.77(lH,br), 13. 00-14 . 00 (lH f br) . 
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Example 5 

2- [N- (3/ 4-Dimethoxybenzoyl) amino] -4- [ (2-diethylamino- 

ethyl) aminocarbonyl] -1, 3-thiazole 

MS(FAB,m/z): 407 (MH*) 

IR (KBr) cm" 1 : 3390, 3246, 1684, 1659 

*H-NMR (DMSO-d6) 5: 1.25(6H,t), 3 . 13-3 . 25 (6H, m) , 3.65- 
3.72(2H,m), 3.87(6H,s), 7.12dH,d), 7.73-7.80 <2H,m) , 
7.96dH,s), B.40(lH # t) f 10. 57dH.br) , 12 . 67 dH, br) . 
Example 6 

2- [N- {3, 4-Dimethoxybenzoyl) amino] -4- [ {2-diisopropyl- 
aminoethyl ) aminocarbonyl ] -1 , 3-thiazole maleate 
MS(EI,m/z) : 434 (M + ) 
IR(KBr)cm" 1 : 3403, 1671, 1651 

I H-NMR(DMSO-d 5 )5: 1.30d2H,d), 3 . 10-3 . 78 ( 6H,m) , 
3.86(6H,s), 6.05(2H,s), 7.12<lH,d), 7 . 70-7 . 89 { 3H, m) , 
8.30-8.70(3H,br), 12.54(lH,s). 
Example 7 

2- [N- (3 , 4-Dimethoxybenzoyl) amino] -4- [N-methyl-N- (2- 
dimethylaminoethyl ) aminocarbonyl ] -1 , 3-thiazole f umarate 
MS (FAB/iti/ z) : 393 (MH*) 
IR (KBr) cm" 1 : 3453, 1617, 1516, 1269 

1 H-NMR(DMSO-d 6 )5: 2.40(6H,br), 2.81 (2H,m), 3.06 (3H,m), 
3.68(2H,brs), 3.85{3H,s), 3.86(3H,s), 6.59(2H,s), 
7.11(lH / d), 7.59(lH,d), 7.77(2H,m). 
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Example 8 

2- [N- (2, 4-Dimethoxybenzoyl) amino] -4- [ (2-dimethylamino- 

ethyl) aminocarbonyl] -I, 3-thiazole maleate 

MS(EI,m/z) : 377 (M + ) 

IR(KBr) cm' 1 : 3335, 1709, 1653 

J H-NMR(DMSO-d 6 )8: 2.59(2H,t), 2.84(6H,s), 3.61(2H,q), 
3.89(3H,s), 4.04 (311,5), 6.02(2H,s), 6.73-6.80 (2H,m) , 
7.87-7.96(2H,m) , 8.47(lH,t), 8 . 60-10 . 00 < 1H, br ) , 
11.23(lH,s), 13. 00-14. 00(1H, br) . 
Example 9 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 

aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 

MS (EI,m/z) : 407 (M*) 

IR (KBr) cm" 1 : 3322, 1657, 1611 

J H-NMR(DMSO-d 6 )5: 2.83(6H,s), 3.25(2H,t), 3.60(2H,t), 
3.78(3H,s), 3.93(3H,s), 4.07(3H,s), 6.02(2H,s), 
6.89(lH,s), 7.51(lH,s), 7.89(lH,s), 8.52(lH,t), 8.60- 
10.00<lH,br) , 11.25(lH,s), 13 . 00-14 . 00 (lH,br) . 
Example 10 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS (FAB,m/z) : 437 (MH*) 
IR(KBr)cm _:i : 3380, 3331, 1664, 1610 

2 H-NMR ( DMSO-d6 ) 8 : 1.21 (6H,t), 3 . 16-3 . 26 { 6H, m) , 3.57- 
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3.64(2H,m), 3.93(3H,s), 4.07(3H,s), 4.20(3H,s), 
6.01(2H,s), 6.89(lH,s), 7.51{lH,s), 7.89(1H,S>, 
8.51(lH,br), 11.24(lH,br), 13 . 00-14 . 00 ( 1H, br) . 
Example 11 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl ) aminocarbonyl ] -1 , 3-thiazole maleate 
MS (El/Itl/z) : 464 (M + ) 
IR(KBr)cm _1 : 3320, 1660, 1609 

^H-NMR ( DMSO-cU ) 8 : 1 . 29 (12H, d) , 3. 18-3 . 77 (6H,xn> , 
3.79(3H,s), 3.93(3H,s), 4.07(3H,s), 6.02<2H,s), 
6.89(lH,s), 7.51(lH,s), 7.89(lH,s), 8 . 50-8 . 55 (2H, br) , 
13. 00-14. 00(lH,br) . 
Example 12 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [N-methyl-N- (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

MS(EI,m/z) : 478 (M*) 
IR(KBr)cnf l : 3333, 1657, 1620 

*H-NMR (DMSO-ds) 5 : 1 . 15-1 . 43 (12H,br) , 3.05-3.78 (12H,m) , 

3.92(3H,s), 4.04(3H,s), 6.03(2H,s), 6.87(lH,s), 
7.46(lH,br), 7.70(lH,s), 8 . 30-8 . 90 (1H, br ) , 11.30- 
11.45(lH,m), 13. 00-14. 00(1H, br) . 
Example 13 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
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N-methylamino) ethyl] aminocarbonyl] -1, 3-thiazole 
MS (FAB,m/z) : 437 (MH + ) 
IRlKBrJcm" 1 : 322G, 2965, 1657 

2 H-NMR(CDC1 3 )5: 1.05<6H,d), 2.27 (3H,s), 2.62 (2H,t), 
2.90(lH,m), 3.49(2H,dd), 3.93(3H,s), 3.99(3H,s), 
4.11(3H,s), 6.59(lH,s), 7.64 (lH,brs), 7.74(lH,s), 
7.78(lH,s), 11.05(lH,s). 
Example 14 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4-1 [2- (N-isopropyl- 
N-ethylamino) ethyl] aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(EI,m/z) : 451 (MH + ) 

IR(KBr)cm _1 : 3350, 2970, 1655, 1609 

J H-NMR(DMSO-d 6 )5: 1.27 (9H,m), 3.16(4H,m), 3 . 64 (3H, brs) , 
3.78(3H,s), 3.93(3H,s), 4.08(3H,s), 6.89(lH,s), 
7.51(lH / s) / 7.90(lH / s) / 8.69(lH,t), 10. 11 (1H, brs) , 
11.31 (lH,s) . 
Example 15 

2- [N- (2,4, 5-Triraethoxybenzoyl) amino] -4- [ [2- [N- [2- (3, 4- 
dimethoxyphenyl ) ethyl] -N-methylamino] ethyl] amino- 
carbonyl] -1, 3-thiazole 
MS(FAB,m/z): 559 (MH + ) 
IR (neat) cm" 1 : 3300, 3250, 1655 

J H-NMR(CDC1 3 )5: 2.38(3H,s), 2 . 66-2 .75 (4H,m) , 3.53- 
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3.56(2H,m), 3.76-3.86(2H,m) , 3.80<3H,s), 3.85(3H,s), 
3.91(3H,s), 3.97(3H,s), 4.G4(3H,s), 6.56(lH,s), 6.75- 
6.82 (3H,m) , 7.52(lH / br) / 7 . 74-7 .75 (2H / m) , 11 . 04 <lH,br) . 
Example 16 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- (2- 
hydroxyethyl) -N-isopropylamino) ethyl] aminocarbonyl] -1, 3- 
thiazole 

MS (FAB/m/z) : 467 (MH+) 
IRfneatJcm" 1 : 3322, 1655 

'H-NMIKCDClalS: 1.05(6H,d), 2.64(2H,t), 2.3G(lH,br), 
2.70(2H,t), 3.02 (1H, quint) , 3.47(2H / q) / 3.61(2H,t), 
3.92<3H,s), 3.99(3H,s), 4.14(3H,s), 6.58(lH,s), 
7.71(lH,br), 7.74(lH,s), 7.77{lH,s), 11 . 20 ( 1H, brs) . 
Example 17 

2- [N- (2, 4 , 5-Trimethoxybenzoyl) amino] -4- [ [2- (2- 
isooxazolynyl) ethyl] aminocarbonyl] -1, 3-thiazole 
MS (FAB,m/z) : 249 (MH + ) 
IRUCBrJcnf 1 : 3312, 1732, 1662 

2 H-NMR(CDC1 3 )5: 2 . 35 (2H, quint) , 3.42(2H,t), 3.76- 
3.81(2H,m), 3.92(3H,s), 3.99(3H,s), 4.03(3H,s), 
4.16(2H,t), 6.58{lH,s), 7.77(lH,s), 7.87{lH,s), 
11.12(lH,s) 
Example 18 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N- 
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isopropyl amino) ethyl] aminocarbonyl] -1, 3-thiazole 

MS (FAB,m/z) : 423 (MH*) 

IRUCBrJcnf 1 : 3220, 2959, 1659, 1608 

'H-NMRfCDClsJS: l,Q9<6H,d), 2.86(3H,m), 3.54<2H,dd), 
3.93(3H,s), 3.99(3H,s), 4.13(3H,s), 6.59(lH,s), 
7.55<lH,t), 7.76(lH,s), 7.78(lH,s), 11.00 (lH,brs) . 
Example 19 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- 
(ethoxycarbonylmethyl) -N-isopropyl] aminoethyl] - 
aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z): 496 (MH*) 
IMneatJcnf 1 : 3346, 1743, 1655 

J H-NMR{CDC1 3 )5: 1.06(6H,d), 1.26(3H,t), 2.79<2H,t), 
3. 06 (1H, quint), 3.33(2H,s), 3.48(2H,q), 3.93(3H,S), 
3.99(3H,s), 4.12(3H,s), 4.23(2H,q), 6.59(lH,s), 
7.75(lH,s), 7.79(lH,s), 7 . 89-7 . 91 (1H, m) , 11 . 10 (1H, s) . 
Example 20 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4-[ [2- [N- 
( hydroxycarbony Imethyl ) -N-isopropyl ] aminoethyl ] - 
aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 467 (MH + ) 
IR(neat)cnf l : 3307, 1655 

1 H-NMR (DMSO-de) 5 : 1.00 (6H,d), 2.88 (2H,t), 3 . 13 (1H, quint) , 
3.15{2H,s), 3.48-3.52(2H,m) , 3.78{3H,s), 3.92{3H,s), 
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4.05(3H,s), 6.87(lH,s), 7.48(lH,s), 7.88(lH,s), 8.53- 
8.56(lH,m), 8.73-8.76(lH,m), 12.23 (lH,br) . 
Example 21 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (3-dimethylaiuino-- 
propyl) aminocarbonyl] -1, 3-thiazole fumarate 
MS ( FAB , m/ z ) : 393 (MH*) 
IR(KBr)cm" a : 3389, 1695 

2 H-NMR(E^SO-d 6 )5: 1.74 (2H,q), 2.33(6H,s), 3.17 (2H,s), 
3.32(2H,q), 3.85(3H,s), 3.87(3H,s), 6.51(lH,s), 
7.11(lH,d), 7.77(2H / m) / 7.97(lH,t). 
Example 22 

2- [N- (3/ 4-Dimethoxybenzoyl) amino] -4- [2- (1-piperazinyl) - 

ethylaminocarbonyl]-l, 3-thiazole maleate 

A mixture of 10.0 g of 2- [N- (3, 4-dimethoxybenzoyl) - 
amino] -4- (ethoxycarbonyl) -I, 3-thiazole obtained in Referen- 
tial Example 1 and 15.4 g of 2- (1-piperazinyl) ethylamine 

was stirred at 100°C for 2 hours. The reaction mixture was 
subjected to distillation under reduced pressure. To the 
residue, 10 ml of methanol was added. The crystals so pre- 
cipitated were collected by filtration. After conversion 
into a maleate, the resulting crystals were recrystallized 
from methanol, whereby 12.2 g of the title compound was ob- 
tained. Yield: 77%. 
MS(FAB,m/z) : 420 (MH + ) 
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IR (KBr) cm" 1 : 3568, 3550, 3416, 1668 

3 H-NMR(DMSO-d 6 )5: 2 . 49-2 . 63 ( 4H,m) , 3 . 07-3 . 10 (2H, m) , 3.31- 
3.46(6H,m), 3.86(3H,s), 3.87(3H,s), 6.02(2H,s), 
7.12<lH,d), 7.72-7.83(4H,m), 8.47(lH,br), 12.50 (lH,br) , 
13. 00-14. 00(2H,br) . 
Example 23 

2- [N- {3/ 4-Dimethoxybenzoyl) amino] -4- [2- (4-methyl-l- 
piperazinyDethylaminocarbonyl] -1, 3-thiazole hydrochlo- 
ride 

In 30 ml of formic acid, 2.0 g of the compound ob- 
tained in Example 22 in the form of a free base was dis- 
solved. To the resulting solution, 950 mg of 35% formalde- 
hyde was added, followed by stirring at 80°C for one hour. 
After allowed to cool down, the reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, 20 ml of ethanol was added, followed by the addi- 
tion of a 4N hydrochloric acid - dioxane solution. The 
crystals so precipitated were collected by filtration. The 
crystals so obtained were recrystallized from methanol, 
whereby 1.6 g of the title compound was obtained. Yield: 
59%. 

MS(FAB,m/z) : 434 (MH*) 

IR (KBr) cm" 1 : 3280, 3200, 1655 

J H-NMR(DMSO-d 6 )6: 2.83(3H,s), 3 . 38-3 . 71 { 12H, m) , 
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3.86(3H,s), 3.87(3H,s), 7.12<lH,d), 7 . 73-7 . 95 (3H,m) , 
8. 3KlH.br), 12.68(lH,br), 13.00-14.00 (lH,br) . 
Example 24 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- [4- (2- 
hydroxyethyl ) -1-piperazinyl ] ethylaminocarbonyl ] -1 , 3- 
thiazole trihydrochloride 

In 30 ml of methanol, 2.0 g of the compound obtained in 
Example 22 in the form of a free base was suspended. To 
the resulting suspension, 1.4 g of a 40% aqueous solution 
of glyoxal was added, followed by stirring at room tempera- 
ture for 3 hours. After ice cooling, the reaction mixture 
was added with 400 mg of sodium borohydride. The resulting 
mixture was stirred at room temperature for 12 hours. To 
the reaction mixture, 50 ml of water was added, followed by 
extraction with a mixed solution of chloroform and metha- 
nol. The organic layer was washed with 2N hydrochloric 
acid. By the addition of potassium carbonate, the water 
layer was made alkaline, followed by extraction with a 
mixed solution of chloroform and methanol. After drying 
through molecular sieves, the solvent was distilled off un- 
der reduced pressure. The residue was purified by chroma- 
tography on a silica gel column (chloroformrmethanol = 
20:1). The compound so obtained was dissolved in 20 ml of 
ethanol, followed by the addition of a 4N hydrochloric acid 
- dioxane solution. The crystals so precipitated were col- 
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lected by filtration, followed by recrystallization from 
ethanol, whereby 650 mg of the title compound was obtained. 
Yield: 27%. 

MS{FAB,m/z) : 464 (MH + ) 

IR(KBr) cm" 1 : 3300, 3225, 1676 

I H-NMR(DMSO-d 6 )6: 2 . 38-2 . 53 (12H,m) , 3. 19-3 . 51 (5H,m) , 
3.86(3H,s), 3.87(3H,s), 7.09(lH,d), 7 . 52-7 . 11 (4H,m) , 
11.00-11.50 (lH,br) , 13.00-14.00 (3H,br) . 
Example 25 

2- [N- (3, 4-Dimethoxybenzoyl ) amino] -4- [2- [ (2- 
thiazolidinidene) imino] ethylaminocarbonyl] -1, 3-thiazole 
A mixture of 5 g of the compound obtained in Example 2 
in the form of a free base and 5.7 g of 2-methylthio- 
thiazoline was stirred at 150°C for one hour. After the 
reaction mixture was allowed to cool down, 50 ml of metha- 
nol was added. The crystals so precipitated were collected 
by filtration, whereby 3.63 g of the title compound was ob- 
tained. Yield: 58%. 
MS(FAB,m/z) : 436 (MH*) 
IR(KBr)cm M : 3400, 3000, 1642 

J H-NMR(CH 3 OD)5: 3 . 56-3 . 66 ( 6H,m) , 3.94(6H,s), 4.01 (2H,t), 
7.10(lH,d), 7.63(lH,d), 7.69(lH,dd), 7.82(lH,s). 

In a similar manner to Example 25, compounds of Exam- 
ple 26 to 28 were prepared. 
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2- [N- (3/ 4-Dimethoxybenzoyl) amino] -4- [2- [ (2- 
pyrrolidinidene) imino] ethylaminocarbonyl ] -1 , 3-thiazole 
hydroiodide 
MS (FAB,m/z) : 418 (MH + ) 
IR(KBr)cra M : 3420, 3083, 1649, 1618 
J H-NMR(DMSO-d 6 )6: 2.03<2H,q), 2.78(2H,t), 3.41- 
3.63<6H,m) , 3.85(3H,s), 3.86(3H,s), 7.12(lH,d), 
7.71(lH / d) / 7.76(lH,dd), 7.86(lH,s), 8 .06 (lH,brs) , 
9.55(2H,brs) , 12.57 (lH f brs) . 
Example 27 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- [ (2- 
oxazolidinidene) imino] ethylaminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 420 (MH* ) 
IR(KBr)cm _1 : 3380, 2910, 1643 

1 H-NMR(DMSO-d 6 )5: 3 . 34 (2H, t) , 3 . 54 (2H, t) , 3.70(2H,t), 
3.92(3H,s), 3.93(3H,s), 4.29(2H,t), 7.08(lH,d), 
7.63(lH,d), 7.68(lH,q), 7.76(lH,s). 
Example 28 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- [ (2- 
imidazolidinidene) imino] ethylaminocarbonyl] -1, 3-thiazole 
hydrochloride 
MS(FAB,m/z): 419(MH + ) 
IRtKBrJcm** 1 : 3389, 3197, 1676 
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J H-NMR(DMSO-d 6 )5: 3.17 (lH,s), 3.31 (2H,m), 3 . 40 (2H, brs) , 
3.57(4H,s), 3.78(3H,s), 3.79(3H,s), 6.92(lH,d), 
7.26(lH,s), 7.68(2H,m), 8.31(lH,br). 
Example 29 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (4-dimethylamino- 
butyl ) aminocarbonyl ] -1 , 3- thiazole dihydrochloride 

To 5 g of the compound obtained in Referential Example 
1, 13.1 g of 1, 4-butanediamine was added, followed by stir- 
ring at 100°C for 2 hours. The reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, water was added. The resulting mixture was ex- 
tracted with a mixed solution of chloroform and methanol, 
followed by drying through molecular sieves. The solvent 
was then distilled off, whereby 4.5 g of 2-[N-(3,4- 
dimethoxybenzoyl) amino] -4- [ (4-aminobutyl) aminocarbonyl] - 
1,3-thiazole was obtained. 

Then, the compound so obtained was dissolved in 45 ml 
of formic acid. Under ice cooling, 2.3 g of a 35% aqueous 
solution of formaldehyde was added to the resulting solu- 
tion, followed by reflux for one hour. After the reaction 
mixture was subjected to distillation under reduced pres- 
sure, the residue was neutralized with an aqueous solution 
of sodium bicarbonate, followed by extraction with a mixed 
solution of chloroform and methanol. The extract was dried 
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through molecular sieves and the solvent was distilled off 
under reduced pressure. The residue so obtained was puri- 
fied by chromatography on a silica gel column 
(chloroform: methanol * 50:1), whereby 1.0 g of the title 
compound was obtained in the form of a free base. The com- 
pound was converted into its dihydrochloride and thus, the 
title compound was obtained . 

MS(FAB,m/z) : 407 (MH + ) 

IR(KBr)cm _1 : 3350, 3245, 1601 

'H-NMRfDMSO-deJS: 1.55(2H,m), 1.64 (2H,m), 2.70(3H,s), 
2.72(3H,s) / 3.03(2H,m), 3.30(2H,m), 3.85(3H,s), 
3.87(3H,s), 7.12(lH,d), 7 . 73-7 . 80 (2H,m) , 7.85(lH,s), 
7.97(lH,t), 10.48(lH,br), 12 . 64 ( 1H, br) . 
Example 30 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 

aminoethoxy)carbonyl] -1, 3-thiazole 

In 10 ml of N,N-dimethylformamide, 278 mg of sodium 
hydride was suspended. To the resulting suspension, 620 mg 
of N,N-dimethylaminoethanol was added dropwise, followed by 
stirring at room temperature for one hour. In another 10 
ml portion of N,N-dimethylformamide, 1.57 g of 2- [N- (2,4, 5- 
trimethoxybenzoyl) amino] -4- (hydroxycarbonyl) -1, 3-thiazole 
was suspended. To the resulting suspension, 827 mg of car- 
bonyl diimiazole was added, followed by stirring at room 
temperature for one hour. Two reaction mixtures so ob- 
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tained were combined and were stirred at 100°C for one 
hour. The reaction mixture was poured into an ice water 
and the crystals so precipitated were collected by filtra- 
tion. The crystals so obtained were recrystallized from 
isopropyl alcohol, whereby 1.4 g of the title compound was 
obtained. Yield: 74%. 

MS(FAB,m/z) : 410 (MH + ) 

IRdCBrJcnf 1 : 3316, 1727, 1655 

1 H-NMR (CDCI3) 5: 2.35(6H,s), 2.73(2H,t), 3.92{3H,s), 
3.99(3H,s), 4.10(3H,s), 4.46(2H,t), 6.58(lH,s>, 
7.77(lH,s), 7.86(lH,t), 11 . 14 ( 1H, brs) . 

In a similar manner to Example 30, compounds of Exam- 
ple 31 to 33 which will be described later were prepared. 
Example 31 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diethylamino- 

ethoxy) carbonyl] -1, 3-thiazole 

MS(FAB,m/z) : 438 (MH + ) 

IR (KBr) cm -1 : 3308, 1721, 1659 

2 H-NMR(CDC1 3 )5: 1.07(6H,t), 2.63(4H,q), 2.86(2H,t), 
3.92(3H,s), 3.98(3H,s), 4.09(3H,s), 4.42(2H,t), 
6.58(lH,s), 7.77(lH,s), 7.83(lH,s), 11 . 13 (1H, brs) . 
Example 32 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethoxy) carbonyl] -1, 3-thiazole 
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MS<FAB,m/z) : 466 (MH*) 

IR (KBr) cm -1 : 3306, 1721, 1655 

'H-NMRtCDCWS: 1.04(12H,d), 2.80(2H,t), 3.04 (2H,q), 
3.92(3H,s), 3.99(3H,s), 4.09(3H,s), 4.28(2H,t), 
6.58(lH,s>, 7.77(lH,s), 7.84(lH,s), 11 . 13 (1H, brs) . 
Example 33 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-dimethylamino- 
ethoxy) carbonyl]-l/ 3-thiazole 
MS(FAB,m/z) : 380 (MH + ) 
IR(KBr) cm" 1 : 3245, 1738, 1680 

J H-NMR(CDCl 3 )8: 2.31 (6H,s), 2.68 (2H,t), 3.94 (3H,s), 
3.96{3H,s), 4.38(2H,t), 6.94(lH,d), 7 . 48-7 . 53 (2H / m) , 
7.87<lH,s), 9.50(lH,brs) . 

In a similar manner to Referential Example 1 except 
that 3,4-dimethoxybenzoyl chloride was replaced by a corre- 
sponding 3-substituted benzoyl chloride, an intermediate 
was prepared. In a similar manner to Example 2, compounds 
of Examples 34 to 41, which will be described below, were 
prepared using the intermediate so obtained. 
Example 34 

2- [N- (2-Amino-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(FAB,m/z) : 394 <MH + ) 

I 
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IR(KBr)cm~ l : 3393, 2955, 1655, 1526, 1296 
J H-NMR(DMSO-d 6 )5: 2.80{3H,s), 2.82(3H,s), 3.26{2H,q), 
3.68(2H,q), 3.80(3H,s), 3.82(3H,s), 4 . 40-6. 40 (4H, br) , 
6.83(lH,s), 7.53(lH,s), 7.98(lH,s), 8.43(lH,t), 
10.59(lH,brs) . 
Example 35 

2- [N- ( 4 , 5-Dimethoxy-2-nitrobenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl]-l, 3-thiazole 
MS(FAB,m/z): 424 (MH*) 

IR (KBr) cm" 1 : 3428, 1663, 1549, 1522, 1298 
J H-NMR(DMSO-d 6 )8: 2.20(6H,s), 2.43(2H,t), 3.37(2H,q), 
3.93(6H,s), 7.36(lH,s), 7.70(2H,m), 7.84<lH,s). 
Example 36 

2- [N- (2-Bromo-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 457 (MH*) 

IRfKBrJcirf 1 : 3410, 1672, 1657, 1545, 1507, 1269 
I H-NMR(CDC1 3 )8: 2.22(6H,s), 2.57 (2H,t), 3.54(2H,q), 
3.91(3H,s), 3.94(3H,s), 7.09<lH,s), 7.36(1H,S), 
7.57(lH,t), 7.76(lH,s). 
Example 37 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 395 (MH + ) 
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IR (KBr) cm* 1 : 3401, 1655, 1549, 1491, 1244, 1217, 1206 
2 H-NMR(CDC1 3 )8: 2.58(6H,s), 2.93(2H,t), 3.48<2H,q), 
3.72{3H / s), 3.75(3H,s), 6.43(lH,s), 7.42(lH,s), 
7.59(lH,s), 8.25<lH,t). 
Example 38 

2- (N- (4 / 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 

diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
A mixture of 15.4 g of 2- [N- (4, 5-dimethoxy-2- 
hydroxybenzoyl) amino] -4- (ethoxycarbonyl) -1, 3-thiazole ace- 
tate obtained in Referential Example 6 and 26.9 g of diiso- 
propylethylenediamine was stirred at 120°C for 30 minutes 
under an argon gas stream. The reaction mixture was sub- 
jected to distillation under reduced pressure. To the 
residue, chloroform was added for dilution, followed by 
washing with water. The chloroform layer was dried over 
sodium sulfate. The solvent was distilled off under re- 
duced pressure, whereby 11.7 g of the title compound was 
obtained. Yield: 69%. 

MS(FAB,m/z) : 451 (MH*) 

IRtKBrJcm" 1 : 3401, 1661, 1522, 1267 

i H-NMR ( DMS0-d6 ) 5 : 1 . 32 (12H,m) , 3.16(2H,m), 3.63(4H,ra), ~ 
3.77(3H,s), 3.82(3H,s), 6.84(lH,s), 7.50(lH,s), 
7.89(lH,s), 8.71(lH,t), 9.56(lH,br), 11 . 79 ( 1H, brs) , 
12.00(lH,br) . 
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In addition, 11.7 g of the title compound was dis- 
solved in isopropyl alcohol. A hydrochloric acid gas was 
blown into the resulting solution under ice cooling. The 
crystals so precipitated were collected by filtration, fol- 
lowed by recrystallization from a mixed solvent of isopro- 
pyl alcohol and water, whereby 14.0 of the hydrochloride of 
the title compound was obtained. 
Example 39 

2- [N- (4, 5 -Dime thoxy—2- dimethyl ami nobenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(FAB,m/z): 422 (MH*) 

IRfKBrjotf 1 : 3410, 1526, 1422, 1339, 1294 
J H-NMR(DMSO-d 6 )8: 2.81 (3H,s), 2.83{3H,s), 3.12(6H,s), 
3.28(2H,q), 3.68(2H,q), 3.94(3H,s), 4.80(3H,s), 
7.49(lH,s), 7.67(lH,s), 8.05(lH,s), 8 . 99 (1H, brs) , 
lO.70(lH,brs) . 
Example 40 

2- [N- (4, 5-Dimethoxy-2-methylbenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 393 (MR*) 

IRfKBrJcnf 1 : 3474, 2983, 1674, 1561, 1271, 1146 
J H-NMR(CDC1 3 )S: 2.15(6H,s), 2.50(3H,s), 2.55(2H,t), 
3.53(2H / q) / 3.91(3H,s), 3.93(3H,s), 6.76(lH,s), 
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7.22(lH,s), 7.62(lH,t), 7.71(lH,s). 
Example 41 

2- [N- (4, 5-Dimethoxy-2-acetylaminobenzoyl) amino] -4- [ (2- 
dime thy laminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z): 436 (MH + ) 

IR(KBr)cnf l : 3565, 1650, 1555, 1534, 1292 
I H-NMR(CDC1 3 )8: 2.24(9H,s), 2.57(2H,t), 3.50{2H,q), 
3.76(3H,s), 3.99(3H,s), 7.38(lH,s), 7.62(lH,t), 
7.74{lH,s), 8.43 (1H, s) . 
Example 42 

2- [N- (Benzoyl) amino] -4- [ (2-dimethylaminoethyl) amino- 
carbonyl] -1, 3-thiazole hydrochloride 
MS(EI,m/z) : 318 (M*) 
IR(KBr)cnf l : 3400, 1669, 1644 

'H-NMR ( DMSO-ds ) 5 : 2.81(6H,d), 3.24-3 .30 (2H,m) , 
3.65-3.72(2H,m) , 7 . 53-7 . 70 (3H,m) , 8 . 00-8 . 41 (4H,m) , 
10.58 (lH,brs) , 12.84(lH,s). 
Example 43 

2- [N- (2-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 

aminocarbonyl] -1, 3-thiazole maleate 

IR (KBr) cm" 1 : 3320, 3050, 1660, 1610, 1570, 1540 

J H-NMR(DMS0-d 6 )5: 2.83(6H,s), 2.76(2H,q), 3.61(2H,q), 
3.98(3H,s), 6.02(2H,s), 7.13 (lH,t) , 7.27(lH,d), 
7.58-7.63{2H,m) , 7.84(lH,dd), 7.93(lH,s), 9 . 30 (2H,brs) , 
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11.67 (1H,S) . 
Example 44 

2- [N- ( 3-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole dihydrochloride 
IRfKBrJcnf 1 : 3400, 3200, 2966, 2689, 1690, 1670, 1580, 
1560, 1520 

2 H-NMR(DMSO-d 6 )5: 2.80(311,5), 2.82(3H,s), 3.26<2H,q), 
3.68(2H,q), 3.86(3H,s), 6 . 91 ( 1H, brs) , 7 . 71-7 . 24 (lH,m) , 
7.47(lH,t), 7.65-7.70(2H,m), 8.01{lH,s), 8.39(lH,t), 
10.68(lH,brs), 12.84 (lH,brs) . 
Example 45 

2- [N- (3-Chlorobenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole maleate 
IR(KBr) cm" 1 : 3300, 1669, 1659, 1541 

J H-NMR(DMSO-d 6 )5: 2.83{6H,s), 3.24{2H,t), 3 . 31 (3H, brs) , 
3.63(2H,m), 6.02(2H,s), 7.60(lH,t), 7.72 (lH,n) , 
7.93(lH,s), 8.04(lH,m), 8.15(lH,m), 8.21(lH,t). 
Example 46 

2- [N- (4-Methoxybenzoyl) amino] -4- [ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole dihydrochloride 
IR(KBr)cm _1 : 3400, 3150, 3050, 2950, 2700, 1670, 1655, 
1603 

2 H-NMR(DMSO-d6)8: 2.80(3H,s), 2.82 (3H,S), 3.25(2H,q), 
3.68(2H,q), 3.85(3H,s), 4.68(lH,s), 7 . 05-7 . 15 (2H, m) , 
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7.96(lH,s), 8.01-8.15(2H,m), 8.36(lH,t), 10.54(lH,s), 
12.64(lH,s) . 
Example 47 

2- [N- (2/ 3-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 318 (M*) 
IR(KBr)cm" a : 3403, 3297, 1671, 1580 

J H-NMR(DMSO-d 6 )5: 2.83<6H,s), 3.25(2H,t), 3.61(2H,q), 
3.88<3H,s), 3.89(3H,s), 6.02(2H,s), 7 . 20-7 . 33 (3H,m> , 
7.91(lH,s), 8.35(lH,t), 9,00-10.00 (2H,br) , 
12.00(lH,brs) . 
Example 48 

2- [N- (2-Hydroxy-3-methoxybenzoyl) amino] -4- [ ( 2 -dime thy 1- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 304 (M + ) 
IRtKBrJcm" 1 : 3400, 1660, 1551 

2 H-NMR ( DMSO-de ) 5 : 2.83(6H,s), 3.26 (2H,t), 3.60 (2H,q), 
3.89(3H,s), 6.03(2H,s), 6.94(lH,t), 7.22(lH,dd), 
7.59(lH,dd), 7.85<lH,s), 8.54 (lH,t), 9.00-12.00 <3H,br) . 
Example 49 

2- [N- (4-Hydroxy-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

J H-NMR(DMSO-d 6 )8: 1 . 29-1 . 33 ( 12H, m) , 2 . 47-2 . 51 (2H, m) , 
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3.19-3.58(4H,m), 3.59-3.76(2H,m) , 3.97(311,5), 
6.82(lH,s), 7.87(1H,S), 7.90(lH,s), 8 . 53-8 . 68 ( 1H, m) , 
9.09-9.23(lH,m), 11.28<lH,s), 11.41{lH,s). 
Example 50 

2- [N- (2-Hydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR(CDC1 3 )5: 1.22(12H,d), 2 . 88-2 . 91 (2H, m) , 
3.25-3.31 (2H,m) , 3.61-3.65(2H,m) , 3.82(3H,s), 
6.41-6.S0(2H,m), 7.69(lH,s), 7 . 81-7 . 84 (lH,m) , 
8.07(lH,d), 10.82(lH,s), 11.43(lH,s). 
Example 51 

2- [N- (2, 5-Dimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 378 (M + ) 
IRfKBrJcm" 1 : 3305, 1661 

J H-NMR(DMSO-d 6 )6: 2.84 (6H,s), 3.26(2H,t), 3.61 (2H,q), 
3.79(3H,s), 3.96(3H,s), 6,02(2H,s), 7 . 18-7 . 43 (3H,m) , 
7.91(lH,s), 8.43(lH,t), 8 . 50-11 . 00 (2H,br) , 
11.63(lH,brs) . 
Example 52 

2-[N-(2, 6-Dimethoxybenzoyl)amino]-4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 318 (M + ) 
IRJKBrJcm" 1 : 3303, 1661, 1599 
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: H-NMR(DMSO-d 6 )5: 2.81(6H,s), 3.23(2H / t) / 3.61(2H,q), 
3.76(6H,s), 6.02(2H,s), 6.75(2H,d), 7.40(lH / t) / 
7.85(lH,s), 8.13(lH,t), 9 . 00-9 . 50 (2H, br ) , 12 . 40 (1H, brs) . 
Example 53 

2- [N- (3, 5-Dimethoxybenzoyi) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
IR (KBr) cm* 1 : 3600, 3250, 3100, 1650, 1637, 1601 
^-NMRtDMSO-dsJS: 2.80 (3H,s), 2.82 (3H,s), 3.30- 
3.60(2H,m), 3.60-3.75 (2H,m) , 3.83(6H,s), 6.75(lH,s), 
7.28{1H / S), 7.29(lH,s), 7.99(lH,s), 8 . 30-8 . 40 (lH,m) , 
10.38(lH,brs) , 12.79(lH,s). 
Example 54 

2- [N- (3, 4 -Dime thoxybenzoyl) amino] -4- [ (2-methyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
IR(KBr)cm _1 : 3450, 1674, 1601, 1560 

'H-NMRfDMSO-delS: 2.57(3H,t), 3.08(2H,t), 3.63(2H,q), 
3.86(3H,s), 3.87(3H / s), 4 .88 (lH,brs) , 7.12(lH,d), 
7.74-7.80(2H,m), 7.96(lH / s), 8.28(lH,t), 9 . 11 (2H,brs) , 
12.70(lH,brs) . 
Example 55 

2- [N- (3, 4-Dime thoxybenzoyl) amino] -4- [N- (2-methylamino- 
ethyl) -N-methylaminocarbonyl] -1, 3-thiazole dihydrochlo- 
ride 

IR(KBr)cm _1 : 3450, 1680, 1636, 1559, 1279 



Translation Supplied by Rising Sun Communications Ltd. 
http://www.risingsun.co.uk 



2 H-NMR(CD 3 OD)8: 3.20(6*1,5), 3.88(3H,s), 3.91(3H,s), 
3.99(4H,s), 6.99(lH,d), 7.59(lH,s), 7 . 80 (1H, dd) , 
7.84 (lH,d) . 
Example 56 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-isopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
J H-NMR (CDCI3) 8 : 1.42(6H,d), 3.26-3.39 (2H,m) , 
3.45-3.51<lH,m), 3. 68-3.79 (2H,m) , 3.89(3H,s), 
3.93(3H,s), 6.26(2H,s), 6. 94-6. 97 (lH,m) , 7.58(lH,s), 
7.59(lH,s), 7.93(lH,d), 8.84-8.91 (lH,m) , 9.39(2H,s), 
11.10(lH,s) . 
Example 57 

2- [N- ( 4 -Hydroxy- 3-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl)aminocarbonyl]-l, 3-thiazole dihy- 
drochloride 

J H-NMR(DMSO-d 6 )6: 1 . 30-1 . 37 (12H / m) , 3.16-3.20 (2H,m) , 
3.59-3.67(4H,m), 3.82(lH,s), 3.87(3H,s), 6.91- 
6.94(lH,m), 7.61-7.65(lH,m), 7.72(lH,s), 7.91(lH,s), 
8.40-8.45(^^1, 9.97-9.99(2H,m), 12.55<lH,s). 
Example 58 

2- [N- (3-Hydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl ) aminocarbonyl ] -1, 3-thiazole dihy- 
drochloride 

J H-NMR(DMSO-d 6 )S: 1 . 30-1 . 37 ( 12H,m) , 3 . 13-3 . 18 (2H,m) , 
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3.57(lH,s), 3.56-3.65(4H,m) , 3.86(3H,s), 7.04- 
7. 07 (lH,m) , 7.51(lH,s), 7 . 63-7. 67 (lH,m) , 7.90<lH,s), 
8.41-8.50(lH,m) , 9 . 94-9. 99 (2H,m) , 12.51(lH,s). 
Example 59 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (N-2-pyridyl- 
amino) ethyl] aminocarbonyl] -1, 3-thiazole hydrochloride 
MS ( FAB / m/ 2 ) : 428 (MH*) 

J H-NMR(DMSO-d 6 )5: 3 . 60 (2H, brs) , 3 . 76 (2H, brs) , 3.85<3H,s), 
3.87(3H,s), 6. 82-6. 87{lH,m), 7. 08-7.14 (2H,m) , 
7.73-7.79(2H,m), 7 . 85-7. 92 (2H,m) , 8 . 10 (lH,brs) , 
9.09(lH,brs), 12.67(lH,s), 14 .09 (2H,brs) . 
Example 60 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (1-pyrrolidyl) - 
ethyl] aminocarbonyl] -1, 3-thiazole maleate 
MS ( FAB , m/ z ) : 405 <MH*) 
IR(KBr) cm" 1 ; 3450, 1669, 1545, 1515 
J H-NMR(CD 3 OD)8: 2 . 10 (4H, brs ) , 3 . 30-3 . 32 (4H, m) , 
3.46(2H,t), 3.87(2H,t), 3.92(3H,s), 3.93(3H,s), 
6.23(2H,s), 7.09(lH,d), 7.61(lH,d), 7.68(lH,dd), 
7.83{lH / s). 
Example 61 

2- (N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (1-piperidyl) - 
ethyl] aminocarbonyl] -1, 3-thiazole dihydrochloride 
MS (FAB,ra/ z) : 419 (MH + ) 
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IR {KBr ) cm" 1 : 3300, 1675, 1665, 1605, 1555, 1534 
J H-NMR(CD 3 OD)5: 1 . 45-2 . 05 ( 6H,ra) , 2 . 90-3 . 10 (2H, m) , 
3.41(2H,t), 3.63-3.81 (4H,m) , 3.93(6H / s) / 6.26(2H,s), 
7.10(lH,d), 7.61(lH,d), 7.69(lH,dd), 7.84(lH,s). 
Example 62 

2-(N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (2-pyrrolidon-l- 
yl) ethyl] aminocarbonyl] -1, 3-thiazole 
IR (KBr) cm"* 1 : 3411, 1684, 1650, 1603 
J H-NMR(DMSO-d 6 )5: 1 . 91 (2H, quint) , 2.18 (2H,t), 
3.30-3.50(6H,m), 3.85(3H,s), 3.87(3H,s), 7.11(lH,d), 
7.70-7.80(2H / m), 7.83(lH,s), 7.91{lH,t), 12.63(lH,s). 
Example 63 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- (2-piperidon-l- 
yl ) ethyl ] aminocarbonyl ] -1 , 3-thiazole 
iR(KBr)cm _1 : 3450, 1650, 1613,' 1551, 1518 

J H-NMR(DMSO-d 6 )5: 1 . 60-1 . 80 (4H,m) , 2.18(2H,t), 
3.25-3.40(2H / m) / 3 . 40-3 . 50 (4H,m) , 3.85(3H,s), 
3.87(3H,s), 7.11(lH,d), 7.70-7.79(3H,m) , 7.80(1H /S ), 
7.95(lH,brs) . 
Example 64 

2-[N- (3, 4-Dimethoxybenzoyl) amino] -4- [ (2-guanidino- 
ethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
MS(FAB,m/z) : 393 (MH + ) 

IR(KBr)cm" J : 3160, 1663, 1603, 1565, 1532 
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J H-NMR(DMSO-d 6 )5: 3 . 32-3 . 46 ( 4H, m) , 3.86{3H,s), 
3.87(3H,s), 6.52(2H,brs), 7 . 10-7 . 65 (3H,m) , 7.73- 
7.79(2H,m), 7 . 86-7 . 90 (2H,m) , 8.03-8.07 (lH,m), 
12.67(lH,brs) . 
Example 65 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [2- [3- (1-methyl- 
thioureido) ethyl] aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

2 H-NMR(DMSO-d 6 )5: 2 .79-2 . 98 (2H,m) , 3.57(3H,s), 
3.62-3.73(2H,m), 3.85(3H,s), 3.86(3H,s), 5.19- 
5.74{2H / m) / 7.12(lH,s), 7 . 73-7 , 78 (2H,m) , 7.94(1H,S), 
8.19-8.29{lH,m) , 8 . 92-9. 08 (1H, m) , 10 . 02-10 . 31 (lH,m) , 
12. 49-12. 78(lH,m) . 
Example 66 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [ [2- [3- (1, 2- 
dimethyl) thioureido] ethyl] aminocarbonyl] -1, 3-thiazole 
dihydrochloride 

'H-NMIMCDClaJS: 2.38(3H,s), 2.95(3H,s), 3 . 47-3 . 53 (2H,m) , 
3.58-3.63(2H,m), 3.97(6H,s), 5, 55 (4H, brs) , 
6.96-6.99{lH,m) , 7.66-7.74(4H,m) . 
Example 67 

2- [N- (2, 3, 4-Trimethoxybenzoyl)amino]-4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1/ 3-thiazole maleate 
IRUCBrJcnf 1 : 3400, 3300, 1660 
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J H-NMR{DMSO-d 6 )5: 2.82(6H,s), 3.24(2H,t), 3.58 (2H,q), 
3.82(3H,s), 3.89(3H,s), 3.99(3H,s), 6.01(2H,s), 
7.03(lH,d), 7.65(lH,d), 7.89(lH,s), 8.44(lH,t), 
9.25(2H,brs), 11.56(lH,s). 
Example 68 

2- [N- {2,3, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 348 (M + ) 
IR(KBr) cm" 1 : 3306, 1667, 1607 

J H-NMR(DMSO-d 6 )5: 2.83(6H,s), 3.25(2H,t), 3.61 (2H,q), 
3.80(3H,s), 3.81(3H,s), 3.87(3H,s), 6.02(2H,s), 
6.85(lH,d), 6.88(lH,d), 7.92(lH,s), 8.37(lH,t), 
9.00-9.50(2H,br), 11 .98 (lH,brs) . 
Example 69 

2- [N- (2, 3, 6-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 348 (M + ) 
IR(KBr)cnf l : 3000, 1682, 1650 

2 H-NMR(DMSO-d 6 )S: 2.82(6H,s), 3.23(2H,t), 3.61{2H,q), 
3.72(3H,s) / 3.74(3H,s), 3.80(3H,s), 6.02(2H,s) / 
6.80(lH,d), 7.11(lH,d), 7.87(lH,s), 8.15(lH,t), 
8.80-10.00(2H,br), 12 . 51 (lH,brs) . 
Example 70 

2- [N- (2,4, 6-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
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aminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IR(KBr)cnf l : 3400, 2360, 1670 

J H-NMR(CDC1 3 )S: 2.84(6H,s), 3.25(2H,t), 3.61(2H,t), 
3.76(6H,s), 3.83(3H,s), 6.01(2H,s), 6.30(2H,s), 
7.82(lH,s), 8.13(lH,t), 9.25 (2H,brs) , 12.24(lH,s). 
Example 71 

2- [N- (3, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dimethyl- 
aminoethyl) aminocarbonyl] -1/ 3-thiazole fumarate 
IRtKBrJcnf 1 : 3300, 1670, 1590, 1550 

'H-NMRfDMSO-dgje: 2.31(6H,s), 2.58<2H,t), 3.46(2H / q) / 
3.76(3H,s), 3.89(6H,s), 6.58(2H,s), 7.49(2H,s), 
7.81(lH,t), 7.85(lH,s). 
Example 72 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2-cyclopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z): 421 (MH+) 
IRfKBrJcnf 1 : 1653, 1512, 1259, 1024 
J H-NMR{CDC1 3 )5: 0 . 36-0 .53 (4H,m) , 2 .20 (1H, ddd) , 
2.97(2H,t), 3.56{2H,q), 3.93(3H,s), 4.00<3H,s), 
4.14(3H,s), 6.59(lH,s), 7.48(lH,t), 7.76(lH,s), 
7.78(1H,S), 11.05(lH,s). 
Example 73 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-tert-butyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
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J H-NMR(DMSO-d 6 )S: 1.30(9H,s), 2 . 98-3 . 09 (2H, m) , 
3.17{lH,s), 3.53-3.70(2H,m), 3.78(3H,s), 3.93<3H,s), 
4.08(3H,s), 6.89(lH,s), 7.50(1H,S), 7.90(lH,s), 8.49- 
8.63(lH,m), 8.82-9.00(2H,m)., 11.32<lH,s). 
Example 74 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (3-diisopropyl- 
aminopropyl) aminocarbonyl]-l, 3-thiazole dihydrochloride 
MS(FAB,m/z) : 479 (MH + ) 

IRfKBrJcm" 1 : 3410, 1674, 1663, 1611, 1584, 1553, 1520 
2 H-NMR ( CDCI3) 5 : 1.27-1.34 (12H,m), 2 . 00-2 . 06 (2H,m) , 
3.06-3.10(2H / m), 3.29-3.36(2H,m) , 3 . 56-3 . 62 (2H, m) , 
3.78(3H,s), 3.93(3H,s), 4.07(3H,s), 6.88(lH,s), 
7.49(lH,s), 7.87{lH,s), 8 . 47 (1H, brs) , 9. 92 (2H,brs) , 
11.33(lH,s) . 
Example 75 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [N- (2-diethyl- 
aminoethyl ) -N-methyl ] aminocarbonyl ] -1 , 3- thiazole maleate 
IRfKBrJcnf 1 : 3400, 3320, 1640, 1625 

3 H-NMR(CDC1 3 )5: 1.23(6H,t), 3.14(3H,s), 3.15(2H,q), 
3.29(2H,t), 3.76(3H,s), 3.77(4H,q), 3.92 (3H,s), 
4.03(3H,s), 6.02(2H,s), 6.86(lH,s), 7.49(lH,s), 
7.65(lH,s), 9.50(2H,brs), 11.26(lH,s). 
Example 76 

2- [ [N-Methyl-N- (2, 4, 5-trimethoxybenzoyl) amino] -4- [ (2- 
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dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IRtKBrJcm" 1 : 3300, 1655 

J H-NMR(CDC1 3 )8: 2.91(6H,s), 3.33-3.38 (2H,m) , 3.55(3H,s), 
3.81-3.99(2H,m) , 3.84(3H,s), 3.88(3H,s), 3.96(3H,s), 
6.16(2H,s), 6.55(lH,s), 6.95(lH,s), 7.83(lH,s), 
8.12(lH,t), 12.50(2H,brs) . 
Example 77 

2- [ [N-Methyl-N- (2, 4, 5-trimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

IR (KBr) cm" 1 : 3300, 1655, 1541 

^-NMR (CDCI3) 5: 1.37 (6H,d), 1.41 (6H,d), 3 . 25-3 . 35 (2H,m) , 
3.52(3H,s), 3.58-3.68(2H,m), 3.85(3H,s), 3.86(3H,s), 
3.83-3.89(2H,m) , 3.97{3H,s), 6.26<2H,s), 6.56(111,3), 
6.91(lH,s), 7.82(lH,s), 8.88(lH,t), 10.70'{lH,s). 
Example 78 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-di-n-propyl- 
aminoethyl) aminocarbonyl J-l, 3-thiazole dihydrochloride 
IR(KBr)cirf a : 3400, 1663, 1611, 1550 

2 H-NMR(DMSO-d 6 )5: 0.91(6H,t), 1 . 65-1 . 80 (4H, m) , 
3.00-3.10{4H,m), 3.20-3.25{2H,m) , 3. 60-3.70 (2H,m) , 
3.79(3H,s), 3.93(3H,s), 4.08(3H,s), 6.89(lH,s), 
7.50(lH,s), 7.91(lH,s), 8.69(lH,t), 10.55 (2H,brs) , 
11.32(lH,s) . 
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Example 79 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino} -4- [ (2-di-n-butyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
MS(FAB,m/z) : 493 (MH + ) 

IR<KBr)cm _1 : 3400, 1655, 1615, 1578, 1561 
2 H-NMR(CDC1 3 )5: 0.93-0.99(6H,m), 1 . 33-1 . 47 (4H,m) , 

I. 77-1.88(4H,m), 3 . 11-3 . 15 (4H,m) , 3 . 39-3 . 41 (2H,m) , 
3.92(3H,s), 3.98(2H,brs) , 3.99(3H,s), 4.21(3H,s), 
6.58(lH,s), 7.71(lH,s), 8.06(lH,s), 8 . 93 { 1H, brs) , 

II. 61 (2H,brs) , 11 .76 (lH,brs) . 
Example 80 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisobutyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
MS(FAB,m/z) : 493 (MH + ) 
IRfKBrJcnf 1 : 3650, 1559, 1541, 1509 

J H-NMR<DMSO-d 6 )6: 0 . 99-1 . 05 (12H,ra) , 2 . 09-2 . 19 (2H, m) , 
3.01-3. 05 (4H,xa) , 3.31 (2H,brs) , 3.69-3.71 (2H,m) , 
3.79(3H,s), 3.93(3H,s), 4.07{3H,s), 6.89(lH,s), 
7.50(lH,s), 7.94(lH,s), 8.78(lH,s), 9.55(lH,s), 
11.31(1H,S) . 
Example 81 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-dicyclo- 
hexylarainoethyl ) aminocarbonyl ] -1 , 3-thiazole 
MS(FAB,m/z) : 54 5 (MH 4 ) 
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IR(KBr) cm" 1 : 3400, 1657, 1611, 1543, 1518 
^-NMR (CDCI3) 5: 1.05-1.80(20H,m), 2 . 57 (2H, brs) , 
2.77-2.82(2H,m) , 3 . 36-3 . 43 (2H, m) , 3.93(3H,s), 
3.99(3H,s), 4.10(3H,s), 6.59(lH,s), 7.73(lH,s), 7.73- 
7.77(lH,m), 7.79(lH,s), 11 . 06 (1H, brs) . 
Example 82 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-ethyl-N- 
methylamino) ethyl] aminocarbonyl] -1, 3-thiazole 
MS (EI,m/z) : 422 (M + ) 
IR(KBr)cm" a : 3318, 1650, 1609 

: H-NMR(CDC1 3 )5: 1.11 (3H,t), 2.30 (3H,s), 2.52 (2H,q), 
2.61 (2H,t), 3.54(2H,q), 3.93(3H,s), 3.99(3H,s), 
4.13(3H,s), 6.59(lH,s), 7 . 56 (1H, brt) , 7.75(lH,s), 
7.78(lH,s), 11.05(lH,brs) . 
Example 83 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-n-propylamino) ethyl] aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

1 H-NMR(CDC1 3 )5: 0.96(3H,t), 1 .02-1 . 10 (6H,m) , 
1.43-1.60<2H,m) , 1 . 58-1 .79 (4H,m) , 2 . 38-2 . 53 (2H,m) , 
2.59-2.72(2H,m) , 2 . 97-3 . 09 { 1H, m) , 3 . 41-3 . 55 <2H,m) , 
3.93(3H,s), 3.99(3H,s), 4.10(3H,s), 6.59(lH,s), 
7.74(lH,s), 7.79(lH,s), 7.74-8.02 (lH,m) , 11.42(lH,s). 
Example 84 
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2-[N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-isopropyl- 
N-n-butylamino) ethyl] aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

'H-NMRfCDClgjS: 0.91(3H,t), 1.05{6H,d), 1 .33-1 .47 (4H f m) , 

I. 83-2. 02 (2H,m), 2.45-2.51 (2H,m) , 2.63-2. 68 (2H,m) , 
3.01-3.06(lH,m), 3 . 44-3 . 49 (2H,m) , 3.93(3H,s), 
3.99(3H,s), 4.16(3H,s), 6.59(lH,s), 7.74(lH,s), 
7.79(lH,s), 7,72-7.79(lH,m), 9.86-9. 98 (2H,m) , 

II. 07(lH / s) . 
Example 85 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -5-chloro-l, 3-thiazole dihydro- 
chloride 

J H-NMR(DMSO-d6)5: 1 . 30-1 . 37 <12H, m) , 3 . 10-3 . 28 <2H,m) , 
3.53~3.89(4H,m), 3.78(3H /S ), 3.93(3H,s), 4.07 (3H,s), 
6.88(lH,s), 7.46(lH / s) / 8 . 67-8 . 80 (lH,m) , 9.76- 
9.94~(2H,m), 11.42(lH,s). 
Example 86 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -5-methyl-l, 3-thiazole dihydro- 
chloride 

J H-NMR(DMSO-d 6 )5: 1 . 29-1 . 36 (12H / m) , 2.68 (3H,s), 
3.16-3.24 (2H / m) , 3.52-3. 61 (4H,m) , 3.78(3H,s), 
3.92(3H,s), 4.08(3K,8), 6.88(lH,s), 7.50(lH,s), 8.54- 
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8.63(lH,m), 9.58-9.70(2H,m), 11.16(lH,s). 
Example 87 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-methoxy-N- 
methylamino) ethyl] aminocarbonyl] -1, 3-thia2ole 
MS{FAB,m/z) : 425 (MH* ) 

IR(KBr)cm" 1 : 1657, 1608, 1537, 1263, 1024 
J H-NMR(CDC1 3 )8: 2.65(3H,s), 2.87(2H,t), 3.60(3H,s), 
3.65.(2H,q), 3.93(3H,s), 4.00(3H,s), 4.12(3H,s), 
6.59(lH,s), 7.59(lH,t), 7.76(lH,s), 7.78(lH,s), 
11.03(lH,s) . 
Example 88 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (N-2- 
methoxyethyl-N-isopropyl amino) ethyl] aminocarbonyl] -1, 3- 
thiazole dihydrochloride 
MS(FAB,m/z) : 481 (MH + ) 

IRfKBrJcm" 1 : 1655, 1610, 1549, 1271, 1228, 1016 
2 H-NMR(DMSO-d 6 )5: 1.28<6H,d), 3 . 22-3. 35 (4H,m) , 
3.29(3H,s), 3.67-3.74(5H,m), 3.78(3H,s), 3.93(3H,s), 
4.08(3H,s), 6.89(lH,s), 7.50(1H,S), 7.92(lH,s), 
8.72(lH,t), 9.96<2H,brs) , 11.32(lH,s). 
Example 89 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- (2- 
dimethylaminoethyl) -N-me thy 1 amino] ethyl] aminocarbonyl] - 
1,3-thiazole dimaleate 
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IRtKBrJcm" 1 : 3322, 1655 

J H-NMR(DMSO-d 6 )5: 2.40(3H,s), 2.76(6H,s), 2.83- 
2.95(2H,m), 3.15-3.20(2H,m), 3.43-3.46 (4H,m) , 
3.50(4H,brs), 3.78(3H,s), 3.93(3H,s), 4.07(3H,s), 
6.12(4H,s), 6.89{lH,s), 7.50(lH,s), 7.84(lH,s), 
8.29(lH,t), 11.26(lH,s). 
Example 90 

2- [N- (2/ 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- (3, 4- 
dimethoxybenzyl) -N-isopropylamino] ethyl] aminocarbonyl] - 
1, 3-thiazole 

IR(KBr)cnf l : 3339, 1671, 1658, 1611 

J H-NMR {CDCI3) 6 : 1.08 (6H,d), 2.69(2H,t), 2 . 95-3 . 05 (lH,m) , 
3.44(2H,q), 3.59{2H,s), 3.79(3H,s), 3.81(3H,s), 
3.93(3H,s), 3.99(3H,s), 4.02{3H,s), 6.57(lH,s), 
6.78(lH,d), 6.92(lH,dd), 6.98<lH,d), 7.74(lH,s), 
7.74-7.79(lH,m), 7.79{lH,s), 11.09(lH,s). 
Example 91 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- [N- [2- (3, 4- 
dimethoxyphenyl) ethyl] -N-isopropylamino] ethyl] - 
aminocarbonyl] -1, 3-thiazole hydrochloride 
IRfKBrJcnf 1 : 3450, 1675, 1600, 1609 

2 H-NMR(DMSO-d 6 )5: 1.32 (6H,t), 3.07(2H,t), 3.11- 
3.40(4H,m), 3 . 70-3 . 80 (4H,m) , 3.71(3H,s), 3.75(3H,s), 
3.79(3H,s), 3.93(3H,s), 4.08(3H,s), 6. 79-6. 93 (3H,m) , 
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7.51(111,3), 7.91(lH,s), 8.77(lH,t), 10 . 52 (1H, brs) , 
11.34<lH,s) . 
Example 92 

2- [N- (2-Ethoxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethy laminoe thyl ) aminocarbonyl ] -1 , 3- thiazole 
IR(KBr) cm" 1 : 3314, 1661, 1611, 1545, 1514 
*H-NMR {CDCI3) 5 : 1.69(3H,t), 2.29(6H,s), 2.53(2H,t), 
3.51(2H,q), 3.93(3H,s), 3.97(3H,s), 4.34(2H,q), 
6.58(lH,s), 7.70(lH,brs), 7.74(lH,s), 7.77{lH,s), 
11.37(lH,s) . 
Example 93 

2- [N- (4, 5-Dimethoxy-2-isopropylbenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl]-!, 3-thiazole 
IR(KBr)cnf l : 3308, 1673, 1661, 1613 

2 H-NMR(CDC1 3 )5: 1.56(6H,d), 2.30(6H,s), 2.53(2H,t), 
3.52{2H,q), 3.93(3H,s), 3.96{3H,s) , 4 . 75-4 . 85 (lH,m) , 
6.59(lH,s), 7.71 (lH,brs) , 7.74(lH,s), 7.75(lH,s), 
11.54(lH,s) . 
Example 94 

2- [N- (4, 5-Diethoxy-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole fu- 
marate 

IR(KBr)cm M : 3300, 2980, 2960, 2600, 2500, 1670, 1650, 
1600 
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: H-NMR(DMSO-d 6 )6: 1. 11 (12H,d) , 1.31(3H,t), 1.38(3H,t), 
2.75-2.85(2H,m), 3 . 18-3. 35 (2H,m) , 3.35-3.45 (2H,m) , 
3.80(2H,brs) , 4.02{2H,q), 4.04(3H,s), 4.20(2H,q), 
6.59(2H,s), 6.85(1H,S), 7.49(lH,s), 7.83(lH,s), 
8.37 (lH,brs) , 11.29(lH,s). 
Example 95 

2- [N- (2-Benzyloxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl)aminocarbonyl)-l, 3-thiazole 
IR{KBr) cm" 1 : 3318, 1671, 1647, 1607 

J H-NMR(CDC1 3 )5: 2.32 (6H,s), 2.54 (2H,t), 3.55 (2H,q), 
3.93(3H,s), 3.94(3H,s), 5.33{2H,s), 6.65(lH,s), 
7.25(lH,brs) , 7.42-7.57 (5H,m) , 7.72(lH,s), 7.78<lH,s), 
11.19(lH,s) . 
Example 96 

2- [N- (2-Hydroxy-4, 5-dimethoxybenzoyl) amino] -4- [ {2- 
isopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

MS(FAB,m/z) : 409(MH + ) 

IR(KBr)cm _1 : 2976, 1647, 1560, 1269, 1213 
'H-NMR (DMSO-d6) 8: 1.23(6H,d), 3 . 07 (2H,brs) , 3.33(lH,dt), 
3.55-3.62(2H,m), 3.77(3H,s) / 3.81(3H,s), 6.89(lH,s), 
7.50(lH,s), 7.90{lH,s), 8 . 64-8 . 70 (3H,m) , 11.80(lH,s), 
12.02 (2H,brs) . 
Example 97 
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2- [N- (2-Hydroxy-4, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
methyl-N-isopropylamino) ethyl] aminocarbonyl] -1, 3- 
thiazole dihydrochloride 
MS(FAB,m/z) : 423 (MH f ) 

IR(KBr)cm" 1 : 3010, 1662, 1551, 1292, 1213 
i H-NMR(DMSO-d 6 )5: 1.24(6H,dd), 2.72 (3H,d), 
3.07-3.14 UH,m), 3.26-3.33 (lH,m) , 3.58-3.65 (3H,m) , 
3.77{3H,s), 3.81(3H,s), 6.88(lH,s), 7.50(lH,s), 
7.90(lH,s), 8.71(lH,t), 9.80 (lH,brs) , 11.79(lH,s), 
12.02 (2H,brs) . 
Example 98 

2- [N- (2-Hydroxy-3, 4-dimethoxybenzoyl ) amino] -4- [ [2- (N- 
e thyl-N-isopropyl amino) ethyl) aminocarbonyl] -1, 3- thiazole 
dihydrochloride 
MS(FAB,m/z) : 437 (MH + ) 

IR(KBr) cm" 1 : 3010, 1660, 1551, 1520, 1292, 1161 
2 H-NMR ( DMSO~d6 ) 5 : 1 .24-1 . 31 (9H,m) , 3 . 10-3. 35 <4H,m) , 
3.59-3.67 (3H,m), 3.77(3H,s), 3.82(3H,s), 6.84(lH,s), 
7.50{lH,s), 7.90(lH,s), B.72(lH,t), 9 . 56 (1H, brs) , 
11.78(lH,s), 12.00(2H,brs) . 
Example 99 

2- [N- (2-Hydroxy-4, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
isopropyl-N-n-propylamino) ethyl] aminocarbonyl] -1,3- 
thiazole dihydrochloride 
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MS(FAB,m/z) : 451 (MH*) 

IR (KBr) cm" 1 : 2980, 1672, 1641, 1600, 1265, 1213 
J H-NMR(DMSO-d 6 )6: 0.93(3H,t), 1.27 (6H,d), 1 . 75 (2H, dt) , 
2.98-3.16(3H,m), 3.23-3.30(lH,m) , 3.62-3.66(3H,ra) , 
3.77(3H,s), 3.81(3H,s), 6.91{lH,s), 7.49(lH,s), 
7.90(lH,s), 8.76(lH,t), 9, 85 (lH,brs) , 11.79(lH,s), 
12.02(2H,brs) . 
Example 100 

2- {N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IR (KBr) cm" 1 : 3386, 3291, 1647, 1607, 1527 
'H-NMRfDMSO-dsJS: 2.83(6H,s), 3.24-3.33 (4H,m) , 
3.50-3. 61 (2H,m) , 3.80{3H,s), 3.97(3H,s), 6.01(2H,s), 
6.74(1H,S), 7.53(lH,s), 7.87(lH,s), 8.50-8.70(lH,m) , 
10.30(lH,s), 11.16(lH,s). 
Example 101 

2- [N- ( 4 -Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
isopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

IR(KBr)cm _1 : 3308, 1674 

1 H-NMR(DMSO-d 6 )5: 1.24(6H,d), 3.00-3.13 (2H,m) , 
3.26-3.38(lH,m) , 3.56-3. 66(2H,m) , 3.80(3H,s), 
3.90-4.10(lH,m), 3.98(3H,s), 6.78(lH,s), 7.52(lH,s), 
7.89(lH,s), 8.59(lH,t), 8.70-8.95 (2H,br) , 11.22(lH,s). 
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Example 102 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
methyl-N-isopropylamino) ethyl] aminocarbonyl] -1, 3- 
thiazole hydrochloride 
IR (KBr) cm" 1 : 3200/ 1684 

2 H-NMR(DMSO-d 6 )5: 1.25(6H,dd), 2.71 (3H,d), 
3.01-3.16{lH,m)/ 3.22-3.36(lH,m), 3.51-3.78 (3H,m) , 
3.80(3H,s)/ 3.98(3H,s), 3 . 80-4 . 00 (lH,m) , 6.78(1*1,8)/ 
7.52(1H/S)/ 7.89(1H/S)/ 8.66(lH/t), 10 . 20-10 . 30 (lH f br ) , 
11.22(1H/S) . 
Example 103 

2« [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
ethyl-N-isopropylamino) ethyl] aminocarbonyl] -1, 3-thiazole 
hydrochloride 
IRCKBrJcnf 1 : 3200, 1675 

2 H-NMR(DMSO-d 6 )8: 1 . 22-1 . 31 (9H/m) , 3.10-3.30 (4H,m) , 
3.60-3.75{3H/m), 3.80(3H/S)/ 3.98(3H/S)/ 6.74(lH,s), 
7.52(1H/S)/ 7.89(1H/S), 8 . 60-8 . 70 (lH,m) , 9.30- 
9.40(lH,br) f 10.30 (1H, s) , 11.18(lH,s). 
Example 104 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
di isopropylaminoethyl ) aminocarbonyl ] -1 / 3-thiazole 
maleate 

IR (KBr) cm"* 1 : 3570, 3200, 1655, 1603, 1561 
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J H-NMR(DMSO-d 6 )8: 1.29(12H / d) / 3 . 10-3 . 75 (8H,m) , 
3.80(3H,S), 3.97(3H,s), 6.03(2H,s), 6.74(1H,S), 
7.52(lH,s), 7.89(lH,s), 8 . 56 ( 1H, brs) , 10.32(lH,s), 
11.17(lH,s) . 
Example 105 

2- [N- (4-Hydroxy-2, 5-dimethoxybenzoyl) amino] -4- [ [2- (N- 
isopropyl-N-n-propylamino) ethyl Jaminocarbonyl] -1/ 3- 
thiazole dihydrochloride 

IR(KBr) cm" 1 : 3400, 3200, 1686, 1665, 1617, 1553 
J H-NMR ( DMSO-de) 5 : 0.93(3H,t), 1.27(3H,d), 1.28(3H,d), 
1.73-1.82 (2H,m), 3 . 00-3 . 17 (4H,m) , 3 .20-3 . 35 (lH,m) , 
3.57-3.78(2H,m), 3.80(3H,s), 3.98(3H,s), 6.00- 
6.30(2H,br), 6.79(lH,s), 7.52(lH,s), 7.89(lH,s), 
8.70(lH,t), 10.20{lH,brs), 11.22(lH / s). 
Example 106 

2- [N- (5-Hydroxy-2, 4 -dime thoxybenzoyl) amino] -4- [ {2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

IR (KBr) cm" 1 : 3650, 3200, 1663, 1541 
J H-NMR{DMSO-d 6 )S: 1.30(12H,d), 3 . 19 (2H, brs) , 
3.33 (2H, brs) , 3 .56 (2H,brs) , 3. 68 (2H,brs) , 3.92(3H,s), 
4.04(3H,s), 6.02(2H,s), 6.84(lH,s), 7.42{lH,s), 
7.88(lH,s), 8.55{lH,brs), 9.15(lH,s), 11.22(lH,s). 
Example 107 
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2- [N- (4, 5-Dihydroxy-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylarainoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

IR(KBr)cm~ a : 3400, 1655, 1607 

2 H-NMR(DMSO-d 6 )8: 1.31(6H,d), 1.34(6H,d), 3.15- 
3,18(2H,m), 3.60-3.75(4H,m), 3.96(3H,s), 6.69(lH,s), 
7.44(lH,s), 7.85(lH,d), 8.66(lH,t), 9.20(lH,s), 
9.70(lH,brs), 10.10(lH,s), 11.18{lH,s). 
Example 108 

2- [N- {2, 4-Dihydroxy-5-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl ) aminocarbonyl ] -1 , 3-thiazole dihy- 
drochloride 

2 H-NMR(CDC1 3 )5: 1.46<12H,d), 1 . 84-1 . 89 (2H, m) , 
3.21-3.27(2H,m), 3.65-3.78 (2H / m) , 3 . 92-3 . 98 (2H,m) , 
3.94(3H,s), 6.58(lH,s), 7.54(lH,s), 7.80<lH,s), 8.97- 
9.05(lH,m), 10. 79-10. 92(2H / m) / 11.45{lH,s). 
Example 109 

2- [N- (2-Acetyloxy-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

In 10.5 ml of acetic anhydride, 3.7 g of 2-[N-(4,5- 
dimethoxy-2-hydroxybenzoyl) amino]-4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole hydrochloride ob- 
tained in Example 38 was suspended, followed by stirring at 
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90°C for 3 hours. After the reaction mixture was allowed 
to cool down, 100 ml of toluene was added thereto. The 
crystals so precipitated were collected by filtration, fol- 
lowed by drying, whereby 3.33 g of the title compound was 
obtained. Yield: 91%. 

1 H-NMR(DMSO-d 6 )5: 1.31 (6H,d), 1.35(6H,d), 3 . 19 (2H,brs) , 
3.59-3.69(4H,m), 3.83{3H,s), 3.87<3H,s), 6.91(lH,s), 
7.42(lH,s), 7.91(lH,s), 8,44(lH,t), 10.07 (lH,brs) , 
12.49(lH,s) . 
Example 110 

2- [N- (2-Chloro-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole dihydro- 
chloride 

'H-NMRfCDClajS: 2.27 (6H,s), 2 . 52-2 . 57 (2H / m) , 
3.51-3.55 (2H,m), 3.94(3H,s), 3.96(3H,s), 6.93<lH,s), 
7.53(1H,S), 7.55(1H,S), 7.79(1H,S), 10.50 (3H,brs) . 
Example 111 

2- [N- (2-Chloro-4, 5-dimethoxybenzoyl) amino] -4- [ {2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

i H-NMR(CDCl 3 )6: 1.44-1.53(12H,m), 3 . 39-3 . 50 (2H,m) , 
3.48-3.82(4H,m), 3 . 71-3. 93 (2H / m) , 3.95(3H,s), 
4.02(3H,s), 6. 90-7. 02(1*1,110 , 6.96(lH,s), 7.57(lH,s), 
8.38(lH,s), 9.60-9.75(lH,m), 10. 10-10.37 (lH,m) , 13.46- 
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13.68(lH,m) . 
Example 112 

2- [N- (2-Bromo-4, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisoopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

IR(KBr) cm" 1 : 3250, 1690, 1597, 1559 

J H-NMR(DMSO-d 6 )5: 1.31(6H,d), 1.35(6H,d), 3 . 17 (2H, brs) , 
3.50-3.70 (4H,m) , 3.81(3H,s), 3.85(3H,s), 7.24(lH,s), 
7.26(lH,s), 7.95(lH,s), 8.44(lH,t), 10 . 19 (2H, brs) , 
12.72{lH,brs) . 
Example 113 

2- [N- {4, 5-Dimethoxy-2-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 480 (MH + ) 
IR(KBr)cm _1 : 1549, 1523, 1294, 1059 

J H-NMR(CDC1 3 )5: 0.98(12H,d), 2.62(2H,t), 2.99(2H,dt), 
3.29(2H,q), 3.97(3H,s), 4.02(3H,s), 6.99(lH,s), 
7.36(lH,brs) , 7.63(lH,s), 7.74(lH,s). 
Example 114 

2- [N- (2-Amino-4 , 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

J H-NMR(DMSO-d 6 )5: 1 . 30-1 . 37 (12H, m) , 3.18 (2H, brs) , 
3.60-3. 69(4H,m) , 3.80(3H,s), 3.81(3H,s), 4.25- 
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5.75(4H,m), 6.82(lH,s), 7.52(lH,s), 7.93(lH,s), 
8.50(lH,t), 10.15(1H,S). 
Example 115 

2- [N- (4, 5-Dimethoxy-2-f luorobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonylj-l, 3-thiazole 
maleate 

MS (FAB/in/z) : 453 (MH 4 ) 
IRJKBrJcm" 1 : 1662, 1545, 1354, 1273 
1 H-NMR ( DMSO-d 6 ) 8 : 1 . 29 ( 12H, d) , 3 . 19 (2H, brs) , 
3.55<2H,brs), 3. 67 (2H,brs) , 3.82(3H,s), 3.86(3H,s), 
6.02(2H,s), 7.07(lH,d), 7.31(lH,d), 7.92(lH,s), 
8.39(lH,brs), 8.56(2H,brs), 12.11(lH,s). 
Example 116 

2- [N- (4-Amino-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl)aminocarbonyl]-l, 3-thiazole fu~ 
marate 

J H-NMR(DMSO-d 6 )5: 1 .07-1 .12 (12H,itt) , 2 . 72-2 . 76 (2H,m) , 
3.17-3.22 (2H,m) , 3 . 31-3 . 42 (2H,m) , 3.80(3H,s), 
3.95(2H,s), 4.01(3H,s), 5.95(lH,s), 6.59(2H,s), 
6.78(lH,s), 7.39(lH,d), 7.77(lH,d), 8.31-8.33 (lH,m) , 
8.81(lH,s), 11.14{1H,S). 
Example 117 

2- [N- (2, 5-Dimethoxy-4-formylaminobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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^-NMR (CDCI3) 5 : 1.08(12H,d), 1.61(lH,s), 2 . 67-2.72 <2H,m) , 
3.05-3.12(2H,m), 3 . 40-3. 43 (2H / m) , 3.95(3H,s>, 
4.10(3H,s), 7.75(lH / s) / 7.82{lH,s), 8.08{1H,S), 
8.38(lH,s), 8.55(lH,s), 11.18(lH,s). 
Example 118 

2- [N- (4-Acetylamino-2, 5-dimethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

a H-NMR(DMSO-d 6 )8: 1 . 33-1 . 37 (12H, m) , 2.18(3H,s), 
3.15-3.17 (2H,m), 3.56-3.70 (4H,m) , 3.89(3H,s), 
3.98(3H,s), 4.90-5.20(2H,m) , 7.55(lH,s), 7.91(lH,s), 
8.22(111,3), 8.65-8.73(lH,m), 9.50(lH,s) f 10.03(lH,s), 
11.42(lH,s) . 
Example 119 

2- [N- (2, 5-Dimethoxy-4-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

2 H-NMR (CDCI3) 5: 1.42-1.54(12H,m), 1.57 (2H,s), 
3.20-3.22(2H,m) , 3 . 61-3. 64 (2H,m) , 3.92-4.01 (2H,m) , 
4.01(3H,s), 4.23<3H,s), 7.55(lH,s), 7.86(lH,s), 
8.06(lH,s), 9.10-9.20<lH,m) , 11 .20-11 . 30 (lH,m) , 
11.46(lH,s) . 
Example 120 

2- [N- (4-Bromo-2 / 5-dimethoxybenzoyl) amino] -4- [ (2- 
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diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

J H-NMR(CDC1 3 )5: 1.43(6H,d), 1.53(6H,d), 3.15-3.30 (2H,m) , 
3.50-3.65(2H,m) , 3 . 90-4 . 05 (2H,m) , 3.94(3H,s), 
4.17(3H,s), 7.29(lH,s), 7.81(lH,s), 7.82(lH,s), 
9.07(lH,brs) , 11.25(lH,brs), 11.40(lH,s). 
Example 121 

2- [N- (4-Bromo-2-hydroxy-5-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

J H-NMR(CDCl 3 +5%-CD 3 OD)5: 1 . 40-1 . 50 (12H,m) , 3.28 (2H,t), 
3.37-3.75<2H,m), 3.88(2H,t), 3.95(311,5), 7.37(lH,s), 
7,66(lH,s), 7.84(lH,s). 
Example 122 

2- [N- (4, 5-Dichloro-2-raethoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

J H-NMR(CDC1 3 )5: 1.43{6H,d), 1.52<6H,d), 3 . 20 (2H, brs) , 
3.57-3.64 (2H,m), 3 . 90-4 . 00 (2H, m) , 4.21(3H / s) / 
7.17{lH,s), 7.82<lH,s), 8.35(lH,s), 9. 10 (lH,brs) , 
11.21 (lH,s) . 
.Example 123 

2- [N- ( 4 , 5-Dichloro-2-hydroxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
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chloride 

: H-NMR(CDC1 3 )5: 1.45(6H,d), 1.53(6H,d), 3.32 (2H,brs) , 
3.66(2H,brs) , 3 . 96 (2H, brs) , 7.30(111,3), 7.82(lH,s), 
8.22(lH,s), 8.97 (lH,brs) , 10 . 49 (lH,brs) . 
Example 124 

2- [N- (4-Amino-5-chloro-2-methoxybenzoyl) amino] -4- [ (2- 
dimethylaminoethyl) aminocarbonyl] -1, 3-thiazole maleate 
IR(KBr)cnf l : 3400, 3350, 3220, 1655, 1601 
^-NMRfCDCla, measured was a compound in the form of a 
free base)6: 2.30(6H,s), 2.53(2H,t), 3.53(2H,q), 
4.07(3H,s), 4.59(2H,brs), 6.35(lH,s), 7.73(lH,s), 
7.45(lH,brs) , 8.19(lH,s), 10.79(lH,s). 
Example 125 

2- [N- (4-Amino-5-chloro-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

J H-NMR(DMSO-d 6 )5: 1 . 32-1 . 37 (12H,m) , 3 . 10-3 .25 (2H,m) , 
3.60-3.75{4H,m) / 3.98(3H,s), 4 . 77 (3H,brs) , 6.61(lH,s), 
7.80(lH,s), 7.84(1H,S), 8.70(lH,t), 10.20(lH,s), 
11.03<lH,s) . 
Example 126 

2- [N- (4-Acetylamino-5-chloro-2-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
hydrochloride 
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I H-NMR(DMSO-d 6 )5: 1.32(6H,d), 1.35(6H,d), 2.19(3H,s>, 
3.17(2H,brs), 3.29 (2H,brs) , 3 . 50-3 . 75 (2H,m) , 3.96(3H,s), 
7.84(lH,s), 7.91(lH,s), 7.92(lH,s), 8. 61 (lH,brs) , 
9.65(lH,s), 10.01 (lH,brs), 11.62(lH,s). 
Example 127 

2- [N- (2,4, 5-Trimethoxybenzoyl) amino] -4- [ (2- [ (2- 
thiazolidinidene) imino] ethyl] aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 466 (MH + ) 

IR(KBr)cnf l : 3432, 3289, 1669, 1609, 1545, 1516 
J H-NMR(CDC1 3 )5: 3 . 34-3 . 39 (2H,m) , 3 . 57-3 . 61 (2H,m) , 
3.64-3.76(2H,m), 3.89(3H /S ), 3 . 92-4 . 07 (5H,m) , 
4.15<3H,s), 6.60(lH,s), 7 . 76-7, 81 (3H,m) . 
Example 128 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [2- (1- ' 
imidazolyl) ethyl] aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 432 (MH + ) 

IR(KBr) cm" 1 : 3537, 3424, 3308, 1653, 1611, 1541, 1518 
J H-NMR(CDC1 3 )5: 3 . 73-3 . 79 (2H, m) , 3.92(3H,s), 3.99(3H,s), 
4.13(3H,s), 4.21-4.25(2H,m), 6.59(lH,s), 6.98- 
6.99(lH,m), 7.31(lH,brs), 7.53(lH,s), 7 . 77-7 . 79 (2H,m) , 
11.01(1H,S) . 
Example 129 

2- [N- (4-Amino-2-hydroxy-5-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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2 H-NMR(DMSO-d 6 )8: 0 . 91-1 . 30 (2H,m) , 2 . 48-2 . 51 <2H,in) , 
2,55-2.82 (2H,m) , 2.98-3.38 (4H,m) , 3.76(3H,s), 
5.74<lH,s), 6.57<lH,s), 7.33(lH,s), 7 . 66-7 . 69 (lH,m) , 
8. 03-8.50 (lH,m), 8 . 58-8 . 61 (lH,m) . 
Example 130 

2- [N- (4-Formylamino-2-hydroxy-5-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
dihydrochloride 

1 H-NMR ( DMSO-d6 ) 5 : 1 .25-1 .36 (12H,m) , 3 . 09-3 . 22 (2H,m) , 
3.41-3.56(2H,m), 3.56(lH,s), 3. 51-3 . 77 (2H / m) , 
3.88<3H,s), 7.57(lH,s), 7.89(lH,s), 8.22(lH,s), 
8.38(lH,s), 8.60-8.72(lH,m) , 9.37-9. 51 (lH,m) , 
10.02(lH,s) . 
Example 131 

2- [N- (2-Methoxy-4-methyl-5-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

J H-NMR (DMSO-de) 5: 1 . 30-1 . 36 ( 12H,m) , 2.67(2H,s), 
3.17(2H,s), 3.57(3H,s), 3.55-3.71 <2H,m) , 4.05(3H,s), 
7.37(lH,s), 7.94(lH,s), 8.42(lH,s), 8 . 50-8 . 61 ( lH,m) , 
9.76-9. 89 (lH,m) , 12.03(1H, s) . 
Example 132 

2-[N- (2, 4-Dimethoxy-5-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl]-!, 3-thiazole hydro- 
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chloride 

z H-NMR(DMSO-d 6 )5: 1.30-1.36 (12H,m) , 3.14-3.22 (2H,m) , 

3.40-3.71 (4H,m), 4.09(3H,s), 4.13<3H,s), 7.00(lH,s), 
7.92(lH,s), 8.42{lH,s), 8 . 55-8 . 64 { 1H, m) , 9.79- 
9.88(lH,m), 11.76(lH,s) . 
Example 133 

2- [N- (5-Amino-2, 4 -dime thoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

J H-NMR{DMSO-d 6 )5: 1 . 30-1 . 36 (12H,ra) , 3.16(2H,s), 
3.29-3.42 (4H,m), 3.52-3.73 (2H / m) , 4.05(3H,s), 
4.11(3H,s), 7.01(lH,s), 7.91(lH,s), 7.97(lK,s), 8.62- 
8.71 (lH,m), 9.77-9. 89(2H,ro) , 11.43(lH,s). 
Example 134 

2- [N- (5-Formylamino-2, 4 -dime thoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

X H-NMR ( DMS0-d6 ) 5 : 1 . 30-1 . 36 ( 12H, m) , 3. 10-3 . 23 (2H,m) , 
3.54-3.75(4H / m) , 4.01{3H,s), 4.08<3H,s), 6.92<lH,s), 
7.89(lH,s), 8.28(lH,s), 8 . 64-8 . 68 (1H, m) , 8.72(lH,s), 
9.70(lH,s), 9.69-9.80(lH / m) / 11.35(1H,S). 
Example 135 

2- [N- (5-Acetylamino-2, 4-dime thoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
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^-NMR (CDCI3) 8 : 1.02-1.14(12H,m) , 2.19(3H,s), 
2.62-2.78{2H,m), 3,01-3. 18 (2H,m) , 3,37-3.49 (2H / m> , 
3.98{3H,s), 4.09<3H,s), 6.54(lH,s), 7.40{lH,s), 
7.61-7.72(2H,m) # 9.04(lH,s), 10.89(lH,s). 
Example 136 

2- [N- (4-Methoxy-3-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

1 H-NMR (CDCI3) S: 1 . 30-1 . 36 (12H, m) , 3 . 19 (2H, brs) , 
3.54(lH,d), 3.60-3.70(4H,m), 4.04(3H,s), 4 . 30 (lH,brs) , 
7.92(lH,s), 8.33-8.37(lH,m), 8 . 47 (1H, brs ) , 
8.67-8.71(lH,m), 9.91 (lH,brs) . 
Example 137 

2- [N- (3-Amino-4-methoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
2 H-NMR(DMSO-d 6 )5: 1 . 30-1 . 36 (12H,m) , 3.19 (2H, brs) , 
3.60-3.75(4H,m), 3.94(3H / s) / 4 . 70 (3H, brs) , 7.17(lH,d), 
7.76(lH,s), 7.86(lH,d), 7.91(lH,s), 8.41<lH,t), 
9.94(lH,brs), 12.60<lH,s) . 
Example 138 

2- [N- (3-Formylamino-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR(DMSO-d 6 )8: 0. 98-1 . 05 (12H / m) , 2 . 49-2 . 51 (2H, m) , 
2.99(2H / brs) / 3 . 20-3 . 40 (2H, m) , 3.95(3H,s), 7.21(lH,d), 
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7.75(lH,s), 7.78(lH,s), 7.91{lH,dd), 8.35(lH,d), 
8.85(lH,d), 9.81(lH,s), 12.52 (lH,brs) . 
Example 139 

2- [N- (3-Acetylamino-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

^-NMIMDMSO-dsJS: 1 . 30-1 . 36 (12H,ro) , 2.12(3H,s), 
3.17(2H,brs), 3.60-3.75(4H,m) , 3.93<3H,s), 7.21(lH,d), 
7.89-7.93(lH,m), 7.90<lH,s), 8.41(lH,t), 8.66(lH,s), 
9.31(lH,s), 9.74(lH,brs), 12.60(lH,s). 
Example 140 

2- [N- (3-Methoxy-4-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl ]-l, 3-thiazole hydro- 
chloride 

J H-NMR(DMSO-d 6 )6: 1 . 32 ( 12H, brs) , 3 . 19 <2H, brs) , 
3.64(4H,brs), 4.04(3H,s), 7.72(lH,d), 7 . 98-8 . 05 (2H,m) , 
8.40~{lH,s), 9.70(lH,brs), 13.15(2H,brs) . 
Example 141 

2- [N- (4-Amino-3-methoxybenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
J H-NMR(DMSO~d 6 )5: 1 . 30-1 . 37 (12H,m) , 3 . 17 (2H, brs) , 
3.60-3.90(4H,m) , 3.90(3H,s), 5 . 63 ( 3H, brs) , 6.91(lH,d), 
7.61(lH,d), 7.67(lH,s), 7.89(lH,s), 8 . 44 (1H, brs) , 
10.15 (1H, brs) , 12. 40 (1H, brs) . 
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Example 142 

2- (N- (4-Formylamino-3-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole fu- 
marate 

2 H-NMR ( DMSO-cU ) S : 1 . 01-1 . 08 (12H, m) , 2.61(2H, t), 
3.00-3.20(2H / m) , 3.29{2H,q), 3.40 (2H,brs) , 3.97(3H,s), 
6.58(lH,s), 7.74(lH,d), 7.80(lH,d), 7.82<lH,s), 
7.95(lH,t), 8.37(lH,d), 8.38(lH,s), 9.98<lH,s), 
Example 143 

2- [N- (4-Acetylamino-3-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole hydro- 
chloride 

z H-NMR(DMSO-d 6 )5: 1 . 30-1 . 37 (12H, m) , 2,15(3H,s), 
3.19(2H,brs), 3 . 47 (1H, brs) , 3.55-3.70 <4H,m) , 3.96(3H,s), 
7.58(lH,d), 7.69(lH,d), 7.86(lH,s), 8.24(lH,d), 
8.43(lH,t), 9.37(lH,s), 9 . 96 (1H, brs) . 
Example 144 

2- [N- (4-Amino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
*H-NMR (CDCI3) 6 : 1.07{12H,d), 2 . 67-2 . 71 (2H, m) , 
3.03-3.13(2H,m), 3.37-3.44 (2H / m) , 4.04(3H,s), 
4,21(2H,s), 6.24-6.26(lH,m), 6. 38-6. 42 (lH,m) , 7.67- 
7.76(lH,m), 7.69{lH,s), 8 . 07-8 . 11 (lH,m) , 10.90(111,3) • 
Example 145 
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2- [n- ( 4-Formylamino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
'H-NMRfCDClaJS: 1 .08 (12H,d) , 2 . 68-2 . 73 (2H,m) , 
3.03-3.14(2H,m), 3.36-3.45(2H,m) , 4.13(3H,s), 
6.86-6.90 (lH,m) , 7.69-7.74 (3H,m) , 8.01(lH,s), 
8.24-8.29(lH,m) , 8 . 48 (1H/ s) , 11.02(lH,s). 
Example 146 

2- [N- (4-Acetylamino-2-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy< 
drochloride 

J H-NMR(DMSO-d 6 )5: 1.24-1.46 (12H,m) , 2.11(3H,s), 
3.17(2H,s), 3.57-4.03(6H,m), 3.99(3H / s) / 7.29- 
7.33(lH,m), 7.68{lH,s), 7 . 87-7 . 90 (2H / m) , 8.60- 
8.65<lH,m), 9.67(2H,s), 10.45(lH,s), 11.36{lH,s). 
Example 147 

2- [N- (3, 4-Dimethoxybenzoyl) amino] -4- [1- (4-dimethyl- 
aminb) piperidinyl] carbonyl-1, 3-thiazole 
MS(FAB,m/z) : 419 (MH*) 

IR (KBr) cm"* 1 : 1655, 1601, 1549, 1516, 1269 
'H-NMRJCDClaJS: 1 . 4 1-1 . 56 (2H, m) , 1 . 75-1 . 95 (2H, m) , 
2.30{6H,s), 2.38-2.47(lH,m), 2 . 60-3 . 15 <2H,m) , 
3.96(3H,s), 3.97(3H,s), 4 . 25-4 . 70 (2H, m) , 6.96{lH,d), 
7.43(lH,s), 7.48-7.56(2H,m) / 9. 60 (lH,brs) . 
Example 148 
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2- [N- {3, 4-Dimethoxybenzoyl) amino] -4- [1- (4-methyl- 
piperazinyl) ] carbonyl-1, 3-thiazole 
IR(KBr)cirf l : 3084, 1655, 1601, 1547 

J H-NMR(CDC1 3 )8: 2.30(3H,s), 2 . 40 (4H # brs) , 3 . 74 (4H, brs) , 
3.95<3H,s), 3.96(3H,s), 6.94(lH,d), 7.47(lH,s), 
7.51(lH,dd), 7.56(lH,d), 10.00 (lH,brs) . 
Example 149 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [ (2-dimethyl- 
amino-l-methyl) ethyl] aminocarbonyl] -1, 3-thiazole maleate 
MS(EI,m/z) : 422 (M*) 
IR (KBr) cm" 1 : 3289, 1711, 1665, 1610 

*H-NMR { DMSO-d6 ) 5 : 1.22{3H,d), 2.81(6H,s), 3.08- 
3.40(2H,m), 3.79(3H,s), 3.93(3H,s), 4.08(3H,s) / 4.44- 
4.48(lH,m), 6.01(2H,s) / 6.88(lH,s), 7.51(lH,s), 
7.89{lH,s), 8.33(lH,d), 8 . 70-9.50 (lH,br) , 11.24(lH,s). 
Example 150 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ (4- 
dimethylaminophenyl) aminocarbonyl] -1, 3-thiazole 
MS(FAB,m/z) : 456 (MH*) 

IR(KBr) cnf 1 : 3335, 1659, 1640, 1609, 1516 
2 H-NMR(CDC1 3 )5: 2.95(6H,s), 3.93(3H,s), 4.00(3H,s), 
4.17{3H,s), 6.61(lH,s), 6.76(2H,d), 7.58(2H,d), 
7.83(1H,S), 7.84(1H,S), 8.87 (1H, brs) , 11.06 (lH,brs) . 
Example 151 
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2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [4- ti- 
me thylpiperidinyl ) ] aminocarbonyl ] -1 , 3-thiazole 
MS(FAB,m/z) : 435 (MH + ) 

IR{KBr) cm" 1 : 3519, 3357, 1655, 1611, 1538 
I H-NMR(CDC1 3 )5: 1 . 61-1 . 75 (2H,m) , 2.03-2.24 (5H,m) , 
2.34(3H,s), 2.87-2.92(2H,m), 3.93(3H,s), 3.99(3H,s), 
4.15(3H,s), 6.60{lH,s), 7 ,08 (lH,brd) , 7.76(lH,s), 
7.78(lH,s), 11.03(lH,brs) . 
Example 152 

2- [N- (2, 4, 5-Trimethoxybenzoyl) amino] -4- [ [ [2- li- 
me thylpiperidinyl) ] methyl] aminocarbonyl] -1, 3-thiazole 
dihydrochloride 
MS(FAB,m/z) : 449(MH + ) 
IRtKBrJcm" 1 : 3185, 1665, 1607, 1551 

J H-NMR(DMSO-d 6 )5: 1 . 79-1 . 98 ( 6H, m) , 2.80-2 .83 (3H,m) , 
3.05-3.55(4H,m), 3.79(3H,s), 3.93{3H,s), 4.10(3H / d) / 
4.42"<lH,brs), 6.88(lH,s), 7.50(lH,d), 7.89(lH,d), 
8.39(0.5H,d), 8.69(0.5H,d), 10.98 (0.5H,brs) , 
11.30(0.5H,brs) , 11 . 38 (2H,brs) . 
Example 153 

2- [N- (4, 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) oxycarbonyl] -1, 3-thiazole hydro- 
chloride 

IRfKBrJcirf 1 : 3185, 1665, 1607, 1551 
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J H-NMR (DMS0-d 6 ) 5: 1,23-1.42 (12H,m) , 3.28-3.48 (2H,m) , 
3.65~3.71(2H,ra), 3 .78 (3H, s) / 3.82(3H,s), 4.52- 
4.63(2H,m), 6.70(lH,s), 7.60 (!H,s), 8.18(lH,s), • 
9.84{lH,s), 11. 91-11. 98(lH,m), 12.28(lH,s). 
Example 154 

2- [N- <2-Methoxy-3, 4-methylidenedioxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
maleate 

IR (KBr) cm" 1 : 3250, 1653, 1541 

i H-NMR (DMSO-ds) 5: 1.30(12H / d) / 3 . 10-3 . 25 (2H, m) , 
3.50-3.72 (4H,m) , 3.99(3H,s), 6.03(2H,s), 6.13<2H,s), 
7.09{lH,s), 7.41(lH,s), 7.89(1H,8), 8 . 52 <lH,brs) , 
8.60(2H,brs) , 11.34(lH,s). 
Example 155 

2-[N- [2- (2-Dimethylarainoethylamino) -4, 5-dimethoxy- 
benzoyl] amino] -4- [ (2-dimethylaminoethyl) aminocarbonyl] - 
1, 3-thiazole trihydrochloride 
IRfKBrJorf 1 : 3030, 1655, 1560, 1538 

J H-NMR(DMSO-d 6 )5: 2.70-2. 90 (12H,m) , 3 . 20-3 . 30 (4H, m) , 
3.60-3.75(4H,m) , 3.78<3H,s), 3.91(3H,s), 6 . 10 (3H, brs) , 
6.46(lH,s), 7.53(lH,s), 7.93(lH,s), 8.32(lH,t), 
10.40(lH,brs) , 10.90 (!H,brs) . 
Example 156 

2- [N- (3-Nitrobenzoyl) amino] -4- [ (2-diisopropylamino- 
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ethyl) aminocarbonyl]-]., 3-thiazole hydrochloride 
'H-NMRfDMSO-delS: 1.31(6H,d), 1.34(6H,d>, 3.20 (2H / brs) , 
3.60-3.68(4H,m) , 7.88 (lH,dd) , 7.99(lH,s), 8.48- 
8.52(2H / m) / 8.94(lH,dd), 9.63<lH,s), 13.21<lH,s). 
Example 157 

2- [N- (3-Aminobenzoyl) amino] -4- [ (2-diisopropylamino- 
ethyl) aminocarbonyl] -1, 3-thiazole 

J H-NMR(DMSO-d 6 )6: 0.98(12H,d), 2 . 51 (2H, brs) , 
2.99(2H,brs), 3.20-3.40 (2H,m) , 5.37(2H,s), 6.78- 
6.82{lH,m), 7.14-7.22(3H / m) / 7.78(lH,s), 7 . 82 (1H, brs) , 
12.43(1^8) . 
Example 158 

2- [N- (3-Formylaminobenzoyl) amino] -4- [ {2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR(DMSO-d 6 )S: 0.99(12H,d), 2 . 56 (2H, brs) , 
3.00(2H,brs) , 3.15-3.35(2H,m) , 7.50(lH,d), 7.70- 
7.91(4H,m), 8.25{lH,s), 8.34(lH,s), 10. 40 (1H, brs) , 
12.70(lH,brs) . 
Example 159 

2- [N- (3-Acetylaminobenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR(DMSO-d 6 )6: 1.30(6H,d), 1.33<6H,d), 2.09(3H,s), 
3.10-3.25(2H,m) , 3 . 60-3 . 75 (4H,m) , 7.47(lH / dd) / 
7.73-7.80(2H,m) , 7.93(lH,s), 8.42(lH,t), 9 . 48 (1H, brs) , 
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10.22{lH,s), 12.71(lH,s) . 
Example 160 

2- [N- (4-Nitrobenzoyl) amino] -4- [ (2-diisopropylamino- 
ethyl) aminocarbonyl] -1, 3-thiazole hydrochloride 
2 H-NMR(DMSO-d 6 )5: 1.23-1.41 (12H,m) , 3.20 (2H,s), 
3.51-3.74 (4H,m) , 8.00(lH,s), 8 . 2 6-8 . 51 (5H, m) , 
9.53-9.76(lH,m), 13.17(lH,s). 
Example 161 

2- [N- (4-Aminobenzoyl) amino] -4- [ (2-diisopropylamino- 
ethyl) aminocarbonyl] -1, 3-thiazole dihydrochloride 
J H-NMR(DMSO-d 6 )S: 1.25-1 . 47 (12H,m) , 2.89(2H,s), 
3.42-3.75(4H,m) , 4 . 90-5. 98 (4H, m) , 6. 87-6. 94 (2H,m) , 
7.89(lH,s), 7.89-7.98(2H,m) , 8 . 41-8 . 63 (lH,m) , 
10.13(2H,s), 12.43<lH,s) . 
Example 162 

2- [N- (4-Formylaminobenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
1 H-NMR(DMSO-d 6 )5: 0.99(6H,d), 1.01(6H,d), 2.15- 
2.30(2H / m) / 2 . 54 (2H,brs) , 2 .99 (2H,brs) , 7.74{lH,d), 
7.84(lH,brs), 7.89(2H,s), 8 . 06-8 . 09 (2H, m) , 8.36(lH,d), 
10.54(lH,s), 12.57 (lH,brs) . 
Example 163 

2- [N- (4-Acetylaminobenzoyl) amino] -4- [ (2-diisopropyl- 
aminoethyl) aminocarbonyl] -1, 3-thiazole 
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'H-NMRfDMSO-dslS: 0.99(6H,d), 1.03(6H,d), 2.09 (3H,s), 
2.51(2H,brs), 2 .99 (2H,brs) , 3.15-3.30 (2H,m) , 7.73(lH,d), 
7.79<2H,s), 7.84<lH,brs), 8 . 03-8 . 07 (2H, m) , 10.28(lH,s), 
12.53 (lH,brs) . 
Example 164 

2- [N- (5-Formylamino-2-hydroxy-4-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aininocarbonyl] -1, 3-thiazole 
1 H-NMR(DMSO-d 6 >8: 1.08 (6H,d), 1.10 (6H,d), 2.50- 
2.54(2H,m), 2 . 93-3 . 02 (2H,m) , 3.10-3.25(2H,m) , 
3.75(3H,s), 6.28(1H,S), 7.37(lH,s), 7.98(lH,s), 
8.04(lH,t), 8.09(lH,s), B.17(lH,s), 8.77(lH,s), 
9.17(lH,s) . 
Example 165 

2- [N- (5-Amino-2-hydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl]-l, 3-thiazole 

2 H-NMR(DMSO-d 6 )8: 1.20(12H,d), 3 . 05-3 . 25 (2H / m) , 
3.30-3.50(2H,m), 3 . 61 (2H, brs) , 3J0(3H,s), 4 . 35 ( 1H, brs) , 
6.66(lH,s), 7.29(111,5), 7.82(111,8), 8.66(lH,t), 
9.43(2H,brs), 11.75 (1H, brs) . 
Example 166 

2- [N- (5-Acetylamino-2-hydroxy-4-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
hydrochloride 

1 H-NMR (DMSO-de) 5: 1.30(6H,d), 1.32(6H,d), 2.06(3H / s), 
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3.17(2H,brs), 3.50-3,75<4H,m) , 3.87(3H,s), 6.83(lH,s), 
7.88(lH,s), 8.42(lH,s), 8.70(lH,t), 9.15(lH,s), 
9.22(lH / brs) , 11 . 60 (lH,brs) , 12. 15 (lH,brs) . 
Example 167 

2-[N- (4/ 5-Dimethoxy-2-hydroxybenzoyl) -N-methylamino]-4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 

J H-NMR (CDCI3) S: 1.26-1. 62 (12H,m) , 3 . 14-3 .22 (2H,m) , 
3.44-3.69(4H,m), 3.85(3H,s), 3.92(3H,s), 4.04<3H,s), 
6.58-6.62(lH,m), 6.93(lH,s), 7.83<lH,s), 9.29(lH,s), 
11.15-11.41 (lH,m) . 
Example 168 

2- [N- (4/ 5-Dimethoxy-2-hydroxybenzoyl) amino] -4- [ [N- (2- 
diisopropylaminoethyl ) -N-methyl ] aminocarbonyl ] -1 , 3- 
thiazole maleate 

J H-NMR(DMSO-d 6 )5: 1 . 20-1 . 40 (12H, m) , 2.50(3H,s), 
3.26{2H,brs) , 3 . 40 (2H,brs) , 3. 60-3.75 (4H,m) , 3.77(3H,s), 
3.83{3H,s), 6.62(2H / s) / 7.51(lH,s), 7.56(lH,s), 
7.71(lH,brs), 8.70(lH,brs) , 12 . 10 (1H, brs) . 
Example 169 

2- [N- (2, 5-Dihydroxy-4-methoxybenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole dihy- 
drochloride 

IR(KBr)cm _1 : 3325, 1665, 1609, 1559 

J H-NMR ( DMSO-ds ) 5 : 1.31 (6H,d) , 1.34(6H,d), 3 . 15 (2H, brs) , 
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3.50-3.70(4H,m), 3.77(3H,s), 6.00 (2H, brs) , 6.77(lH,s), 
7.47<lH,s), 7.87(lH,s), 8 .71 (lH,brs) , 9.74 (1H, brs) , 
11. 50-11. 80(2H / m] . 
Example 170 

2- [N- (2-Methoxy-4-nitrobenzoyl) amino] -4- [ (2- 
diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 
J H-NMR(CDC1 3 )5: 1.08 (12H,d) , 2 . 63-2 . 76 (2H,m) , 
2.98-3.18{2H,m), 3 . 39-3 . 53 (2H / m) , 4.25(3H,s), 
7.72(lH,s), 7.81(lH,s), 7 .94-7 . 97 (lH,m) , 8.01- 
8.04(lH,m), 8.50-8.53(lH,m), 10.95(lH,s). 
Example 171 

2- [N- (5-Chloro-4-formylamino-2-methoxybenzoyl) amino] -4- 
[ (2-diisopropylaminoethyl) aminocarbonyl] -1, 3-thiazole 

1 H-NMR(DMSO-d 6 )6: 1 . 00-1 .20 (12H,m) , 2.93 (2H,brs) , 
3.20-3.50(4H,m), 3.97{3H,s), 7.88(lH,s), 7.90{lH,s), 
8.25(1^5), 8.35(lH,brs), 8.47(lH / s) / 10.18(lH,s), 
11.62(lH / s) . 
Example 172 

2- [N- (3-Nitrobenzoyl)amino]-4-[ (2-dimethylaminoethyl) - 
aminocarbonyl] -1, 3-thiazole hydrochloride 
J H-NMR(DMSO-d 6 )6: 2.55(6H,s), 3 . 24-3 . 29 (2H, m) , 
3.56-3.71(2H,m) , 7.87(lH,s), 8.03 <1H, s) ,. 8 .42 (1H, s) , 
8.47-8.53(2H,m) , 8.94(lH,dd), 10.30 (2H,brs) . 

Structural formulas and melting points of the com- 
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pounds obtained in Referential Examples 1-6 and Examples 1- 
172 are shown in the following tables. 
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Ref.Bc 


R> 


R2 


R3 


R* 


R5 


1) 


Melting point (°C) 


1 


3-MeO 


4-MeO 


II 


II 




OBt 


132-J34 


2 


2-MeO 


4-MeO 


5-MeO 


II 




OKI 


229.0-231.0 


3 


2-MeO 


4-MeO 


5-HeO 


II 




(III 


243.0 245.0 


4 


3-MeO 


4-MeO 


II 


Me 




OEt 




6 


2-011 


4-MeO 


5-MeO 


II 




OEl 


211. 0-2130 (acetate) 



Referential Example 5 




Melting point: 85.7 to 86.7°C 
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Table 2 




Ex. 


R< 


R2 


R3 


R< 


R5 


RIO 


in 


R" 


Melting point (°C) 


1 

2 
3 
4 

5 
6 


3-MeO 
3-MeO 
3-MeO 
3-MeO 

3-MeO 
3-MeO 


4-MeO 
4-MeO 
4-MeO 
4-MeO 

4-MeO 
4-MeO 


II 
II 
II 
II 

II 

II 


Me 
li 
II 
II 

II 
II 


|| 
II 
II 

II 

II 
II 


|| 
II 
II 
II 

II 
II 


2 
2 
2 
2 

2 
2 


NMe 2 

Nlt 2 

NMe 2 

-N N 

NRl 2 
/Pr-i 

V-i 
NMe 2 
NMe 2 
NMe 2 
NEt 2 

Pr-i 
/Pr-i 

— N 

Tr-i 

N pr-i 

Pi 

/Bt 
N Pr-i 


196-197 (maleate, decomposed) 
272-273 (hydrochloride) 
188-190 (maleate) 
220 (dihydrochloride, decomposed) 

176. 5-177.3 
154-155 (maleate) 


7 
8 
9 
10 
11 

12 

13 


3-MeO 
2-MeO 
2-MeO 
2-MeO 
2-MeO 

2-MeO 

2-MeO 


4-MeO 
4-MeO 
4-MeO 
4-MeO 
4-MeO 

4-MeO 

4-MeO 


II 
II 

5-MeO 
5-MeO 
5-HeO 

5-MeO 

5-MeO 


H 
II 
II 
II 
H 

II 

II 


H 
H 
H 
II 
11 

II 

II 


Me 

H 

II 

II 

H 

Me 
II 


2 
2 
2 
2 
2 

2 

2 


150-154 (fumarate) 
189-191 (maleate) 
167-168 (mate ate ) 
154.6-155.2 (maleate) 
176-178 (maleate, decomposed) 

161-162 (maleate) 

150-151.0 


1 A 


d,~w\.t 


4 -well 


5-MeO 


it 

II 


II 


II 


2 


I7'l-H0 (ainyarocnionae, 
decomposed) 


15 


2-MeO 


4-MeO 


5-HeO 


II 


II 


II 


2 


JJMe 


oil 


16 


2-MeO 


4-MeO 


5-MeO 


H 


II 


II 


2 


1 


oil 


17 


2-MeO 


4-MeO 


5-MeO 


II 


11 


II 


2 


Pr-i 

-o 


oil 


18 


2-MeO 


4-MeO 


5-MeO 


II 


II 


tl 


2 


— N— Pr-i 
II 


159-160 


19 


2-JleO 


4-MeO 


5-MeO 


II 


II 


II 


2 


-N-^COOEt 
1 

Pr-i 


oil 
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Table 3 



Ex. 


R 1 


R2 


R 3 


R" 


R5 


RlO 


m 


R" 


Melting point (°C) 


21) 


2-MeO 


4-MeO 


5-MeO 


II 


II 




2 


-N^COUII 
I 


oil 


21 
22 


3-MeO 
3-MeO 


4-MeO 
4-MeO 


II 
II 


II 
II 


II 
II 


.. 


3 
2 


Pr-i 
NMe 2 

/—\ 
— N Nil 

W 


250-252 (fumarate, decomposed) 
18U-183.3 (maleate) 


23 


3-MeO 


4-MeO 


II 


II 


II 




2 


—N \ftfe 
\ / 


188. 2-I89. 5 (hydrochloride) 


24 


3-MeO 


4-MeO 


II 


II 


II 


' 


2 


196. 2-198. 5 (Irihydrochloride) 


CO 


j mcu 


4-tVfpfl 
4 nicu 


fl 

n 


II 
it 


II 




0 
L 


II 

■*o 

II 

-o 

ii 




26 


3-MeO 


4-MeO 


II 


II 


II 


H 


2 


215-220 (hydroiodide) 


27 


3-MeO 


4-MeO 


H 


H 


H 


H 


2 


190-210 (decomposed) 


28 


3-MeO 


4-MeO 


II 


II 


II 


II 


2 


H 

-»<") 

I! 


190-200 (hydrochloride, 

decomposed) 


29 


3-MeO 


4-MeU 


H 


II 


H 


H 


4 


NMe 2 


174-176 (dihydrochloride) 
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Table 4 




Ex. 


Rl 


R2 


R3 


R< 


R5 


D 


Melting point (°C) 


30 
31 
i 32 


2-MeO 
2-MeO 
2-MeO 


4-MeO 
4-MeO 
4-MeO 


5-MeO 
5-MeO 
5-MeO 


H 
II 
II 


II 
II 
II 


NMe 2 
NEb 


188-189 ; 

186-187 

225-227 


33 


3-MeO 


4-MeO 


H 


H 


H 


N. ! 
Vr-i 

NMe 2 


160-163 
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Table 5 




N«(CH 2 ) ra -R n 



Ex. 




R2 


R 3 


R" 


R5 


R I0 


34 


0 Mil 
2-NH2 


4-Meu 




II 
11 


II 
11 


If 
11 


35 


2-N0 2 


4-MeO 


5-MeO 


11 


II 


II 


36 


2-Br 


4-MeO 


5-MeO 


11 

!! 


11 


II 
II 


37 


2-011 


4-MeO 


5-MeO 


II 


II 


II 


nn 

38 


2-011 


4-HeO 


5-MeO 


11 


II 


ii 
II 


39 


2-NMe 2 


4-MeO 


5-MeO 


H 


II 


H 


40 


2-Me 


4-MeO 


5-MeO 


II 


II 


II 


41 


2-NIIAc 


4-MeO 


5-MeO 


II 


II 


II . 


42 


II 


II 


II 


II 


If 


II 


43 


2-MeO 


II 


II 


II 


II 


II 


44 


3-MeO 


II 


II 


11 


II 


H 


45 


3-Cj? 


II 


II 


II 


II 


II 


46 


4-MeO 


II 


II 


II 


II 


II 


4? 


2-MeO 


3-McO 


II 


II 


11 


II 


48 


2-0H 


3-MeO 


II 


II 


II 


II 


49 


2-MeO 


4-0H 


II 


II 


II 


II 


50 


2-011 


4-MeO 


II 


II 


II 


li 


51 


2-MeO 


5-MeO 


II 


H 


II 


11 


52 


2-MeO 


6-MeO 


II 


H 


II 


11 


53 


3-MeO 


5-MeO 


II 


11 


H 


II 


54 


3-MeO 


4-MeO 


! It 


II 


II 


II 


SB 


3-MiKJ 


4-MeO 


11 


II 


II 


Mi- 


5(5 


3-MeO 


4-MeO 


11 


II 


II 


ll 


57 


4-011 


3-MrO 


11 


II 


II 


II 


58 


3-011 


4-MeO 


11 


II 


II 


II 


59 


3-MeO 


4-MeO 


11 


H 


II 


II 



RH 



Melting point (°C) 



NMe 2 
NMe 2 



NMe 2 
y Pr-i 



— N 



Pr-i 
NMe 2 
NMe 2 
NMe 2 
NMe 2 
NHe 2 
NMe 2 
Mle 2 



NMe 2 
NMe 2 
/Pr-i 
-Hv 

Pr-i 
Pr-i 



— N 



Tr-i 
NMe 2 
NMe 2 
NMe 2 
MHe 
NIIMc 
Nll-iPr 

,Pr-i 



— N 



— N 



\ 



-N 



Pr-i 
Pr-i 

Pr-i 

O 



181- 184 ^hydrochloride, decomposed) 
213-215 

206- 209 (decomposed) 

219- 222 

179-182 (decomposed) 
160 (hydrochloride) 

242-244 {dihydrochloride, decomposed) 

182- 185 (decomposed) 
111-113 (decomposed) 
94. 0 (hydrochloride) 
143-144 (maleate) 

207- 208.0 (dihydrochloride) 
176-179 (maleate) 
208. 5-209 (dihydrochloride) 
182-184 (maleate) 
188 (maleate) 

220- 225 (dihydrochloride) 



135-148 



166 (maleate) 
205 (maleate) 
149-150 (hydrochloride) 
208-212 (dihydrochloride) 
168 172 (dihydrochloride) 
108-110 (maleate) 
130-145 (dihydrochloride) 



150-160 (dihydrochloride) 



170-175 (hydrochloride) 
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Table 6 



Ex. 


Rl 


R2 


R3 


R 4 


R5 


R'° 


ID 


R'l 


Melting point (°C) 


60 


3-MeO 


4-MeO 


11 


II 


II 


II 


2 




88-90 (maleate) 


61 


3-MeO 


4-MeO 


11 


II 


11 


II 


2 


-o 

-9 


233-235 (^hydrochloride) 


62 


3-MeO 


4-MeO 


II 


II 


H 


II 


2 


197-200 


63 


3-MeO 


4-MeO 


II 


II 


II 


II 


2 


0 

-O 


192-194 


64 


3-MeO 


4-MeO 


H 


II 


II 


H 


2 


° /NH 2 
-N=< 


225 (hydrochloride) 


65 

66 

67 
68 
69 
70 
71 


3-MeO 

3-MeO 

2-MeO 
2-MeO 
2-MeO 

2- MeO 

3- MeO 


4-MeO 
4-MeO 

3-Mpfl 

u 1UCU 

3-MeO 

3- MeO 

4- MeO 
4-MeO 


11 
II 

4 lUcU 

5- MeO 

6- MeO 
6-MeO 
5-McO 


H 
II 

II 
II 
II 
H 
II 


H 
II 
II 

II 

H 
II 
II 
11 


H 

II 

II 

II 
H 
II 
II 


2 
2 

0 
c 

2 
2 
2 
2 


N NH 2 
/SH 

N NllMe 
/SMe 
-N=< 
x NHMe 

NMe 2 
NMe 2 
NMe 2 
NMe 2 


213-216 (dihydrochloride) 

161-163 (dihydrochloride) 

MR- iso (maleate) 
164-166 (maleate) 
175-176.5 (maleate) 
91-93 (maleate) 
226-228 (fumarate) 


72 


2-MeO 


4-MeO 


5-MeO 


II 


II 


II 


2 


— N — <3 

II 


143-144 


73 
74 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


H 
II 


II 
II 


II 
11 


2 
3 


NH-tBu 
/Pr-i . 

N Pt-i 
NEt 2 
NMe 2 

/Pr-i 
-< 


196-197 (dihydrochlonde) 
176-178 (dihydrochloride) 


75 
76 
77 


2-MeO 
2-MeO 
2-MeO 


4-HeO 
4-MeO 
4-MeO 


5-MeO 
5-MefJ 
5-MeO 


II 

Mb 
Me 


II 
II 
II 


Me 

II 

II 


2 
2 
2 


100-101 (maleate) 
115.5-117.0 (maleate) 
176-177.5 (maleate) ' 


78 
79 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


II 
II 


II 
II 


II 
II 


2 
2 


>t-i 
.Pr-n 

N Bii-n 


148-150 (dihydrochloride) 
163-165 (dihydrochloride) 
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Table 7 



Ex. 



R 1 



R2 



R3 



R 5 



R io 



Melting point (°C) 



80 



81 



82 
83 



84 



85 



86 



87 



88 



89 



90 



91 



92 
93 
94 



95 
96 
97 



2-MeO 



2-MeO 



2-MeO 
2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



2-EtO 

2-iPrO 

2-MeO 



2-BnO 

2-011 

2-011 



4-MeO 



4-MeO 



4-MeO 
4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 
4-MeO 
4-EtO 



4-MeO 
4-MeO 
4-MeO 



5-MeO 



5-MeO 



5-MeO 
5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 



5-MeO 
5-MeO 
5-EtO 



5-MeO 
5-MeO 
5-MeO 



Me 



— N 



Bu-i 



Bu-i 

AD 
XD 

NMeEt 
Pr-i 



-N 



— N 



— N 



— N 



\ 

/ 
\ 

/ 
\ 

< 

N 0-Me 
^Me 



Pr-n 
Pr-i 

Bu-n 
Pr-i 

Pr-i 
Pr-i 

Pr-i 



Pr-i 
I 

-N 

Pr-i 
I 

-N 



NMe 2 
NMe 2 
.Pr-i 



— N 



Tr-i 
NMe2 
Nll-iPr 

Ms 



— N 



185-187 (hydrochloride) 

128-129 

163.0-165 

178- 179 (dihydrochloride) 
203-205 (dihydrochloride) 
189-191 (dihydrochloride) 
187-189 (dihydrochloride) 

128-129 

182-184 (dihydrochloride) 

179- 181 (dimaleate) 

150-152 

148-150 (hydrochloride) 



186-188 
171-172 

145-147 (fumarate) 



183-185 

208-209 (dihydrochloride) 
185-186 (dihydrochloride) 



Pr-i 
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Table 8 



Fx 

LA. 


IV. 




R3 


R<> 


R5 


DlO 


III 




Mpltina Doint l°C) 


! 93 


2-011 


4-MeO 


5-MeO 


II 


II 


II 


2 


Pr-i 
.Pr-n 

~< 
Tr-i 

NMe 2 

Nll-iPr 

/Me 

-< 
Tr-i 

>r-i 
/Pr-i 

N Pr-l 
/Pr-n 

N PH 
/Pr-i 
-< 
N Pr-i 
/Pr-i 

-< 

N Pr-i 
/Pr-i 

N Pr-i 
/Pr-i 
-< 
>r-i 
NMe 2 
/Pr-i 

Tr-i 
.Pr-i 

x Pr-i 
1 /Pr-i 

-< 
N Pi-i 
/Pr-i 

-n( 

N Pr-i 
/Pr-i 

-< 
N Pr-i 


186-187 (dihydrochloride) 


99 


2-011 


4-MeO 


5-MeO 


II 


H 


II 


2 


201-202 (dihydrochloride) 


100 
101 
102 


2-MeO 
2-He0 
2-MeO 


4-OH 
4-011 
4-011 


5-MeO 
5-MeO 
5-MeO 


If 
II 
II 


II 
II 
II 


11 
II 
II 


2 
2 
2 


207-209 (mateate) 
250-252 (hydrochloride) 
193-195 (hydrochloride) 


103 


2-MeO 


4-01! 


5-MeO 


H 


H 


H 


2 


158-1G0 (hydrochloride) 


104 


2-McO 


4-011 


5-MeO 


II 


II 


II 


2 


166. 5-lG8.5(maleate) 


105 


2-MeO 


4-OH 


5-MeO 


II 


II 


II 


2 


118-121 (dihydrochloride) 


ins 
107 


2-MeO 


d-Mpn 

1 lllCU 
4-011 


5-flH 


u 
n 

II 


u 

II 

II 

II 


u 

11 


c 

La 


253-255 5 (hydrochloride! 




L UN 


A-nu 


onueu 


u 
n 


tf 


11 
11 


9 


1 Q/t~ 1 on f Hih vdrochloridel 


109 


2-AcO 


4-MeO 


5-MeO 


II 


11 


II 


2 


222. 5-223.0 (hydrochloride) 


1 111 


2-C.0 
Ml 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


II 
II 


II 
II 


II 
II 


2 
2 


159-162 (dihydrochloride) 
14G-159 (dihydrochloride) 


112 


2-Br 


4-MeO 


5-MeO 


H 


H 


II 


2 


190-195 (dihydrochloride) 


113 


2-N0 2 


4-MeO 


5-WeO 


II 


11 


II 


2 


196-197 


114 


2-NI! 2 


4-MeO 


5-MeO 


II 


II 


II 


2 


184-186 (dihydrochloride) 


115 


2-F 


4-MeO 


5-MeO 


II 


H 


11 


2 


171-172 (maleate) 
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Table 9 



Ex. 


R> 


R2 


R3 


R 4 


R5 


RIO 


m 


R'l 


Melting point (°C) 


116 


2-MeO 


4-NH 2 


5-MeO 


II 


H 


11 


2 


/Pr-i 
-< 


93-102 (fumarate) 


117 


2-MeO 


4-NHCH0 


5-MeO 


H 


H 


H 


2 


Pr-i 
/Pr-i 

-< 

rr-i 
/Pr-i 

-n( 

>r-i 
/Pr-i 


199-201 


118 


2-MeO 


4-NIIAc 


5-MeO 


II 


II 


II 


2 


183-185 (hydrochloride) 


119 


2-MeO 


4-N0 2 


5-MeO 


If 


II 


II 


2 


206-208 (hydrochloride) 


120 


2-MeO 


4-Hr 


5-MeO 


II 


II 


II 


2 


>r-i 
/Pr-i 

N Pr-i 
/Pr-i 

Tr-i 
/Pr-i 


238-240 (hydrochloride) 


121 


2-011 


4-Br 


5-MeO 


H 


H 

11 


H 


2 


ioj 101 iiijufucnionoe) 


122 


2-MeO 


4-Cg 


5-C4 


II 


II 


II 


2 


213-214 (hydrochloride) 


123 


2-OIi 


4-ce 


5-ce 


II 


If 


II 


2 


-< 
/Pr-i 

N Pr-i 

NMe2 
/Pr-i 

N Pr-i 
xPr-l 

N Pi-i 

N =V> 

H 


157-158 (hydrochloride) 


1 O f 

124 
125 


2-MeO 
2-MeO 


4-NH2 
4-NII 2 


5-Ci 


H 
H 


H 
H 


H 
H 


2 
2 


213. 5-214. 0(maleate) j 
175-176.5 (dihydrochloride) 


126 


2-Met) 


4-NllAc 


5-CS 


II 


II 


If 


2 


230-232 (hydrochloride) 


127 


2-MeO 


4-Me0 


5-MeO 


II 


II 


II 


2 


232-235 


128 


2-MeO 


4-MeO 


5-MeO 


H 


II 


II 


2 


184-185 


129 


2-011 


4-NH 2 


5-MeO 


H 


II 


If 


2 


/Pr-i 

Tr-i 
/Pr-i 

-< 


173-175 


130 


2-011 


4-NIICHO 


5-MeO 


H 


H 


II 


2 


209-213 (dihydrochloride) 


131 


2-MeO 


4-Me 


5-NO2 


II 


H 


fl 


2 


Tr-i 
/Pr-i 

>r-i 


272-275 (dihydrochloride) 
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R» 



R2 



R3 



R5 



RIO 



R" 



Melting point (°C) 



2-MeO 



2-MeO 



2-MeO 



2-MeO 



3-N0 2 



3-NII 2 



3-NIICIIO 



3-NIIAc 



3-MeO 



3-MeO 



3-MeO 



3-MeO 



2-MeO 



2-MeO 



2-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-N0 2 



-NH, 



4-NHCHO 



4-NIIAc 



4-NH 2 



4-NHCIIO 



4-NIIAc 



5-N0 2 



5-NH 2 



5-NIICHO 



5-NilAc 



— N 



,Pr- 



— N 



— N 



— N 



— N 



— N 



— N 



— N 



-N 



— N 



-N 



Pr- 
Pr- 

Pr- 
Pr- 

Pi- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pi- 



— N 



— N 



Pr- 

Pr- 
Pr- 

Pr- 
Pr- 
Pr- 

Pr- 



1G9-174 (hydrochloride) 
207-209 (dihydrochloride) 
163-170 (hydrochloride) 
175-177 

156-158 (hydrochloride) 
223-224 (dihydrochloride) 
175 

185- 187 (hydrochloride) 
148-150 (hydrochloride) 
166-168' (dihydrochloride) 
235-236 (fumarate) 

186- 188 (hydrochloride) 

179-181 
211-214 

82-88 (dihydrochloride) 
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11 R S 



Ex. i 


R 1 


R2 


R3 


R" 


R 5 


D 


Melting point (°C) 


147 
148 

149 


3-MeO 
3-MeO 

2-MeO 


4-MeO 
4-MeO 

4-MeO 


H 

II 

5-MeO 


II 
II 

II 


II 
H 

H 


— / \l-Me 
Me .Me 


174-177 
200-202 

138.5-140 (maleate) 


150 
151 


2-MeO 
2-MeO 


4-MeO 
4-MeO 


5-MeO 
5-MeO 


H 
H 


II 
II 


H \=/ N Me 
— N-^V~Me 


230-232 
116-118 


152 


2-MeO 


4-MeO 


5-MeO 


H 


H 


-lo 

1 


powder 

^hydrochloride) 


153 


2-OH 


4-MeO 


5-MeO 


H 


II 


Me 
N Pi-i 


120 (hydrochloride) 
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Table 12 




Ex. 


R' 


R2 


R3 


R< 


RS 


RIO 


m 


R» 


Melting point (°C) 


15-1 


/Os 


2-OMe 


II 


II 


II 


2 


N Pr-i 


192-195 (maleate) 




4.5- < 
































155 




4-OMe 


5-OMe 


H 


II 


H 


2 


.Me 
Me 


187-190 (trihydrochloride) 


156 


3-N0 2 


it 

II 


II 


II 


II 


II 


2 


/Pr-i 
>r-i 


174-175 (hydrochloride) 




















157 


3-NH 2 


H 


II 


H 


II 


II 


2 


.Pr-i 
N Pr-i 


164-165 


158 


3-NIICI10 


II 


II 


H 


H 


II 


2 


.Pr-i 
N Pr-i 


201-202 




















159 


3-NMc 


II 


H 


II 


II 


H 


2 


/Pr-i 

— N 

N Pr-i 


128-130 




















160 


4-N0 2 


II 


II 


II 


II 


II 


2 


/Pr-i 
-< 
N Pr-i 


175-179 (hydrochloride) 


161 


4-NH 2 


H 


II 


H 


H 


H 


2 


/Pr-i 

-< 
N Pr-i 


189-194 (dihydrochloride) 




















162 


4-NHCHO 


H 


H 


H 


II 


H 


2 


/Pr-i 
-< 

Tr-i . 


155-156 


163 


4-NHAc " 


H 


II 


II 


11 


II 


2 


.Pr-i 

-n( 

>r-i- 


175-177 




















164 


2-011 


4-MeO 


5-NIICIIO 


(1 


II 


II 


2 


/Pr-i 

-< 
x Pr-i 


222-223 


165 


2-OH 


4-MeO 


5-NH 2 


11 


H 


H 


2 


/Pr-i 
>r-i 


on 



* : -NA/N-i 
H I 
Me 
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Ex. 



R 1 



R2 



R3 



R*> 



R 5 



R 10 



R" 



Melting point (°C) 



166 



167 



168 



169 



170 



171 



172 



2-OH 



2-OH 



2-OH 



2-OH 



2-MeO 



2-MeO 



3-N0 2 



4-MeO 



4-MeO 



4-MeO 



4-MeO 



4-N0 2 



5-NHAc 



5-MeO 



5-MeO 



5-OH 



5-Ci 



Me 



Me 



— N 



/ 



— N 



— N 



— N 



-N: 



Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr- 
Pr- 

Pr-i 
Me 

Me 



198. 5-200. 5 (hydrochloride) 



87-90 



188-190 (maleate) 



189-191 (dihydrochloride) 



158-160 



222. 0-223.0 



239. 5-240. 5 (hydrochloride) 
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Preparation Example 1 



Compound of Example 2 



20 g 



Lactose 



315 g 



Corn starch 



125 g 



Crystalline cellulose 



25 g 



The above-described ingredients were uniformly mixed, 
followed by the addition of 200 ml of a 7.5% aqueous hy- 
droxypropylcellulose solution. The resulting mixture was 
pulverized into granules through a screen of 0.5 mm in di- 
ameter by an extrusion granulator. Immediately after that, 
the resultant granules were rounded by a Marumerizer, fol- 
lowed by drying, whereby a granular agent was obtained. 
Preparation Example 2 

Compound of Example 24 20 g 

Lactose 100 g 

Corn starch 36 g 

Crystalline cellulose 30 g 

Carboxymethyl cellulose calcium 10 g 

Magnesium stearate 4 g 

The above-described ingredients were uniformly mixed. 
The resulting mixture was pressed into 200-mg tablets by a 
punch of 7.5 mm in diameter on a single punch tableting ma- 
chine. 

Preparation Example 3 
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Compound of Example 30 



100 mg 



Sodium acetate 



2 mg 



Acetic acid (for adjusting pH to 5.8) 



q.s. 



Distilled water 



q.s. 



Total 



10 ml/vial 



According to the above formulation, an injection was 
prepared in a manner known per se in the art. 

CAPABILITY OF EXPLOITATION IN INDUSTRY 

The compound according to the present invention mark- 
edly enhances gastrointestinal motility, thereby bringing 
about an improvement in the digestive dysmotility and at 
the same time, exhibits high safety so that it is useful 
for the prevention and treatment of various digestive dys- 
motility. 
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CLAIMS 



1 . An aminothiazole derivative represented by the 
following formula (I) : 



wherein R 1 , R 2 and R 3 are the same or different and each in- 
dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group, a mono- or di- (lower alkyl) amino group, a mono- or 
di- {lower alkyl) carbonylamino group, a formylamino group or 
a mono- or di- (lower alkyl) aminoalkylamino group, or R l and 
R 2 may be coupled together to form a methylenedioxy group; 
R 4 represents a hydrogen atom or a lower alkyl group; R 5 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; A represents a group represented by the following 
formula: 



wherein R 6 and R 7 are the same or different and each inde- 
pendently represents a hydrogen atom, a lower alkyl group, 
a lower alkoxy group, a hydroxy (lower alkyl) group, a car- 
boxy (lower alkyl) group, a lower alkoxycarbonyl (lower al- 




CI) 
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kyl) group, a lower alkoxyalkyl group, a mono- or di- (lower 
alkyl) aminoalkyl group, a phenylalkyl group which may be 
substituted with one or two lower alkoxy groups on the ben- 
zene ring, a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by a lower al- 
kyl group, or R 6 and R 7 , together with an adjacent nitrogen 
atom, form a saturated or unsaturated nitrogen-containing 
heterocyclic group which may be substituted by an oxo group 
(0=) or 1 to 3 lower alkyl or hydroxy (lower alkyl) groups, 
or a group represented by the group represented by the fol- 
lowing formula: 



R 8 




wherein R 8 and R 9 are the same or different and each inde- 
pendently represents an amino group, a mono- or di- (lower 
alkyl) amino group, a mercapto group or a lower alkyl thio 
group, or R 9 and R 9 form, together with an adjacent carbon 
atom, a nitrogen-containing heterocyclic group; and B rep- 
resents an imino group which may be substituted by a lower 
alkyl group or an oxygen atom; and m stands for an integer 
of 0 to 4; B-(.CH 2 )nrA may form a piperidinyl, branched al- 
kylamino or phenyl amino group which may be substituted by a 
mono- or di- (lower alkyl) amino group, or a piperazinyl, 
piperidinylamino or piperidinylalkylamino group which may 
be substituted by a lower alkyl group, or a salt thereof. 
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2. An aminothiazole derivative or salt thereof ac- 
cording to claim 1, wherein in the formula (I), one of R 1 , 
R 2 and R 3 represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from the group con- 
sisting of a hydrogen atom, a hydroxy group, a lower alkyl 
group, a lower alkoxy group, a lower alkylcarbonyloxy 
group, a halogen atom, a nitro group, an amino group, a 
mono- or di- (lower alkyl) amino group, a mono- or di- (lower 
alkyl) carbonylamino group, a formylamino group and a mono- 
or di- (lower alkyl) aminoalkylamino group. 

3. An aminothiazole derivative or salt thereof ac- 
cording to claim 1, wherein in the formula (I), one of R l , 
R 2 and R 3 represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from the group con- 
sisting of a hydrogen atom, a hydroxy group, a lower alkyl 
group, a lower alkoxy group, a lower alkylcarbonyloxy 
group; a halogen atom, a nitro group, an amino group, a 
mono- or di- (lower alkyl) amino group, a mono or di- (lower 
alkyl) carbonylamino group, a formylamino group and a mono- 
or di- (lower alkyl) aminoalkylamino group; R 4 represents a 
hydrogen atom or a lower alkyl group; R 5 represents a hy- 
drogen atom, a halogen atom or a lower alkyl group; A rep- 
resents -N(R 6 )R 7 (in which R 6 and R 7 have the same meanings 
as defined above); B represents an imino group which may be 
substituted by a lower alkyl group; and m stands for 2 to 
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4. 

4. An aminothiazole derivative or salt thereof ac- 
cording to claim 1, wherein in the formula (1); one of R 1 , 
R 2 and R 3 represents a lower alkoxy, nitro or formylamino 
group and the other two are selected from the group con- 
sisting of a hydrogen atom, a hydroxy group, a lower alkoxy 
group and a halogen atom; R 4 and R 5 each represents a hydro- 
gen atom; B represents an imino group which may be substi- 
tuted by a lower alkyl group; m stands for 2 to 4; and A 
represents -N(R 6 )R 7 (in which R 6 and R 7 have the same mean- 
ings as defined above) . 

5. A medicament comprising as an effective ingredient 
an aminothiazole derivative (I) as claimed in any one of 
claims 1 to 4 or salt thereof. 

6. A medicament according to claim 5, which , is a pre- 
ventive and therapeutic agent for digestive dysmotility. 

7. A medicament according to claim 5 or 6, which is a 
preventive and therapeutic agent for epigastric dyscomfort, 
nausea, vomiting, heart burn, anorexia, epigastric pain, 
abdominal flatulence, chronic gastritis, reflux esophagitis 
and postgastrectomy syndrome. 

8. A pharmaceutical composition comprising an ami- 
nothiazole derivative (I) or salt thereof as claimed in any 
one of claims 1 to 4 and a pharmaceutically-acceptable car- 
rier. 
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9. A composition according to claim 8, which is a 
preventive and therapeutic composition for digestive dysmo- 
tility. 

10. A composition according to claim 8 or 9, which is 
a preventive and therapeutic agent for epigastric dyscom- 
fort/ nausea, vomiting, heart burn, anorexia, epigastric 
pain, abdominal flatulence, chronic gastritis, reflux 
esophagitis and postgastrectomy syndrome. 

11. Use of an aminothiazole derivative (I) or salt 
thereof as claimed in any one of claims 1 to 4 as a medica- 
ment. 

12. Use according to claim 11 as a preventive and 
therapeutic agent for digestive dysmotility. 

13. Use according to claim 11 or 12 as a preventive 
and therapeutic agent for epigastric dyscomfort, nausea, 
vomiting, heart burn, anorexia, epigastric pain, abdominal 
flatulence, chronic gastritis, reflux esophagitis and post- 
gastrectomy syndrome. 

14. A method for the prevention and treatment of dis- 
eases caused by digestive dysmotility, which comprises ad- 
ministering, to a patient, an effective dose of an ami- 
nothiazole derivative (I) or salt thereof as claimed in any 
one of claims 1 to 4. 

15. A method according to claim 14, wherein the dis- 
eases caused by digestive dysmotility are epigastric dy- 
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scomfort, nausea, vomiting, heart burn, anorexia, epigas- 
tric pain, abdominal flatulence, chronic gastritis, reflux 
esophagitis and postgastrectomy syndrome. 

16. A thiazole derivative represented by the follow- 
ing formula (II) : 



wherein R 1 , R 2 and R 3 are the same or different and each in- 
dependently represents a hydrogen atom, a hydroxy group, a 
lower alkyl group, a lower alkoxy group, a lower alkylcar- 
bonyloxy group, a halogen atom, a nitro group, an amino 
group, a mono- or di- (lower alkyl) amino group, a mono- or 
di- (lower alkyl) carbonylamino group, a formylaraino group or 
a mono- or di- (lower alkyl) aminoalkylamino group, or R 1 and 
R 2 may be coupled together to form a methylenedioxy group; 
R 4 represents a hydrogen atom or a lower alkyl group; R 5 
represents a hydrogen atom, a halogen atom or a lower alkyl 
group; D represents a hydroxy group or a lower alkoxy 
group, or salt thereof. 




